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Good Morni ng everyone.

I nt erest beyond the general scope of
the deliberations on this matter and |
am not aware of any financial interest
that | would have in this particular
matter. Dr. Kendall.

Thank you Dr. Uell. M nanme is Ron
Kendall, | direct the Institute of

Envi ronmental and Human Heal th at Texas
Tech University and Texas Tech
University Health Sciences Center. And
also | ama professor in the program

W have a rel atively broad base of
fundi ng that includes many federal
agencies and industrial grants as well
as state grants. At the present tine
the work that we do enbraces the effects
of chem cals on the environnent and
human health and we do get into sone
human surveill ance studi es which proceed
t hrough institutional review board upon
review. And this has particularly been
related to initiatives with the
Departnent of Defense. Qher than that,
the University of which I’ m enpl oyed,
enbraces standard procedures regardi ng
eval uati on of human exposure through
their institutional review boards. At
this time, | submt all financial
informati on and confidential information
as consistent with ny chairmanshi p of
the SAP. |, at this tine, have no

know edge of any financial interest that
may be inproved as a result of the
outcone of this neeting. Oher than
that, we |look forward to noving forward
to have a successful day. Dr. Portier
woul d you like to continue?

Yes, hello. I'mChris Portier fromthe
National Institute of Environnental

Heal th Sciences in Research Triangle
Park, North Carolina. |’m Chief of the
| aboratory of Conputational Biology and
Ri sk Anal ysis and Associate D rector of
t he Environnental Toxicol ogy Program
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|’ ve done no research on any of the
matters before the board. Certainly, ny
institute does do clinical research and
| have been involved in clinical
research and desi gning studies and
maki ng sure they’ re executed properly.

| ve made no previous public
announcenents on this issue nor any
testinony, etc. Certainly ny enployer
is interested in the matter as nenber of
the National Institute of Health. But
other than that, | don’t have a specific
role as an individual in that interest.
And to ny know edge | have no financi al
interest that would be increased or
decreased follow ng this discussion.

And no research grants associated with
this matter. Thanks.

|’ m Bernie Weiss. |'’ma professor of
Envi ronnment al Medi ci ne and Pedi atrics at
the University of Rochester School of
Medi ci ne and Dentistry. M research is
in the general area of neuro-behavioral
toxi cology. Right now, | have two NI H
grants on neuro-toxicol ogy one of TCDD
di oxi n and one on nercury vapor, both of
whi ch expl ore the devel opnent al
neurotoxicity of those kinds of

exposures. |'’malso involved at the
human | evel with a project we’ ve

mai ntai ned in the Safe Shell Islands on
t he devel opnental neurotoxicity of netal
mercury. |’ve witten sone on

pestici des pointing out the questions

ri sing from neurotoxicology, but |I’m not
now i nvol ved on any research on
pesticides and | have no fiduciary
interests of pesticides at this tine.

H, I’m Gene McConnell, I’ m president of
ToxsPat h, I ncorporated, Raleigh, North
Carolina. I'mtrained as a veterinarian
and did a residency in conparative

pat hol ogy. | al so have boards in

t oxi col ogy. M background with regard
to human testing is that I was a subject
of human testing when in college for a
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rabi es vacci ne and subsequently, in half
of ny career inthe mlitary, | was

subj ect to several human tests of
various sorts. Sonme of which I don’'t
know if they are still classified or

not, but none of themin the area of
pesticides that | am aware of.
Subsequently, in ny role with the
National Institute of Health, we worked
on various chem cals, as anybody knows
about the National Toxicol ogy Program
The only one | can think of that I

wor ked on of a pesticide nature was

nmel at hi ghon and nel aoxon in which
reviewed the slides on that study as
part of nmy work and subsequently
publ i shed a paper in environnental
research on the results of that. | have
no financial considerations wth any
conpany that nekes, distributes, or uses
pesticides that | amaware of. 1|’ve
done no work either for pay or expenses
for pesticide conmpanies, nor have | done
any work for public interest groups that
have, in the sanme way, that have
interest in pesticides, nor have |I done
any work for any advocacy group that has
a stated position on this subject. |
have no stocks in any of these
conpanies. The only thing | would add
to this, that | can think of is that |
have been asked to participate in an

i ssue session at the Society of

Toxi cology this comng March, that’s
going to address this sanme issue. O her
than that, | have nothing el se.

Good norning, I'mEric Meslin. | amthe
Executive Director of the Nationa

Bi oet hics Advisory Conmm ssion. At the
previ ous neeting of this group,

advi sed the group that | amhere in ny
capacity as a Bioethicsist, not in ny
role as the Executive Director of NBAC
However, | think it’s worth noting for
the record, that the National Bioethics
Advi sory Comm ssion not only is
interested in, but has had a | ong
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standing interest in the Federal System
for protecting human subjects. It was
part of NBAC s original charge signed by
President Cinton in 1995, but the

comm ssi on eval uated the adequacy of
federal human subjects protections, and
nost recently the conm ssion was asked
by the President’s science advisor to
return to this charge and to devel op a
conprehensi ve report on this subject.
Very recently, Chairman Schapiro, the
chair of NBAC wote to all of the senior
executives, departnent secretaries, and
agency heads, including the head of the
EPA, requesting information in regards
to this particular report that NBAC is
working on. So | wanted the group to be
aware that although I’ m not here
representing the Conm ssion, but rather
in ny private capacity as a

Bi oethicsist, | did not want there to be
any perception of conflict in that
regard. | have no financial conflicts
that | amaware of. | ama phil osopher
by training. | have no research grants
in this area nor have | had research
grants in the area of pesticide use. W
own academ c training, however, in

bi oet hi cs has invol ved extensive
research on the ethics of hunman subjects
experinmentati on.

Joseph DeCGeorge fromthe Center for Drug
Eval uati on and Research, Food and Drug
Adm ni stration. The Associate Director
for Pharnmacol ogy and Toxicol ogy in the
O fice of Review Managenent, which is
responsi bl e for overseeing clinical
trials and safety of those clinical
trials. I’ve been with the FDA for about
10 years and within the FDA served as a
revi ewer for pharmacol ogy/toxi col ogy
data and as a team |l eader and in
establishing policy that is involved in
the setting of safety of standards for
clinical trials. | have no particul ar
interest, financial otherwise in

pestici des or other environnental
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chem cals, other than the fact that |’ m
a consunmer and a gardener and basically
a normal person who is expose to
pesticides and those? chem cals. Thank
you. Dr. Ellis.

My nane is Gary Ellis. | amthe
Director of the Ofice for Protection
from Research Risk at the Nationa
Institutes of Health. | amalso the
chai rman of the Human Subj ects Research
Subconmm ttee of the Coommittee on Science
of the National Science and Technol ogy
Counci|l out of the Wite House office of
Sci ence and Technol ogy Policy. [In that
role, | chair a group of federa
representatives which includes the

Envi ronmental Protection Agency. Having
said that, | have no authority over the
Envi ronmental Protection Agency ot her

t han convening authority. | have no
assets or financial interest related in
any way to the subject matter. | amon
record several tinmes as stating that |
believe, with regard to protecting human
subj ects and research, that any tine one
interacts with or intervenes with a
person or uses that person’s private
identifiable information that, that
person is owed two things; first

i nformed consent and second pri or

ethical review of the activity by a

| ocal institutional review board.

Dr. Kahn.

|’ mJeff Kahn. | amthe Director of the
Center for Bioethics, at the University
of M nnesot a. |"malso a Professor in

the Departnent of Medicine and in the
School of Public Health and Division of
Heal t h Services, Research, and Policy.
Al'l of ny research funding is Federal
Government, nothing fromthe EPA,
however. Nor do any of the faculty in
nmy center have any EPA funding. | have
no financial interest in anything that
woul d bear on the considerations here
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today. | noticed, however, that there
was a statenent signed by the Anmerican
Public Heal th Associ ation-sone of the
materials that were submtted i n advance
of this neeting. | should say, | amon
t he governing council of the APHA,

al though I was not consulted related to
the signature on that particular letter.
| think that’s about all that relates to
t he proceedi ngs here.

|’ m Nancy Fiedler. | aman Associated
Prof essor in the Departnent of

Envi ronmental and Community Medici ne at
Robert Whod Johnson Medi cal School,
which is a part of the University

Medi cine and Dentistry of New Jersey.
And | am al so a nenber of the

Envi ronnment al Cccupational Health
Science Institute in New Jersey. W
career over the past 15 years has been
i nvol ved in occupational health and in
doi ng surveillance studies which have
i ncluded a study, which I published on
the chronic exposure to pesticides and

pesticide use. | have current funding
fromthe National Institute of
Cccupational Safety and Health. 1’ve

been funded by both the Federal
Government and by private industry. As
| mentioned, |’ve done exposure studies,
t hret a- epi dem ol ogi ¢ studies, |’ve also
been involved in control exposure
studies with other collaborators at our
institute. | do not personally have
any funding fromthe Environnental
Protecti on Agency, however, other
menbers of our institute do have
funding. | do not have any, that | can
think of, financial interest in any
conpany or research grant, currently
that pertain to the topic at hand today.
| do have financial interest in mutua
funds, but | have no idea what conpanies
they invest in. So, at any rate, |
don’t believe |I have any financi al
conflicts of interest.
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Sam

| m Sam Gorovitz, a professional

phi | osophy with pubic adm nistration at
Syracuse University an ol d bi oet hical
war-horse. It occurs to nme that 15
years ago, | spent a summer as a full-
time consultant to OPRR, but apart from
that 1’ve had no specific involvenent in
these issues and there is no conflict of
interest, real, apparent or potential
that | am aware of.

|’ m Herbert Needl eman. |’ m Professor of
Psychiatry and Pedi atrics at the
University of Pittsburgh. M work is
engaged in the studies of led at |ow
dose on cognition and behavi or of

chil dren and now of adults. | ”mon the
advi sory board for the children’s health
envi ronnent al net wor k. | " mon the board

of directors for the Western

Pennsyl vani a Conservancy. And |’ m co-
chai rman of the University Tenure and
Academ ¢ Freedom comm ttee none of which
pay nme a sue.

Routt Reigart just wal ked in and
wel conme, sir.

My nanme is Routt Reigart and |’'m

prof essor of pediatrics at the Mdi cal
University of South Carolina. | guess
the only thing of relevance is |I’'m

chai rman of the board of advisors of the
children’ s environnental health network.

Thank you for your thoughtful comments.

| think that this part of the process is
an inportant step in terns of providing
background on all of the panelist. At
this point, we need to work our way

t hrough any adm ni strative procedures
and perhaps we’ll start by asking Larry
Dorsey to work us through that process.

Before we do that, Dr. Uell, we were
talking earlier, the staff’s done a | ot
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of work, a lot of work, getting us here
and coordi nating everything. Dr. Uell,
| think that every nenber of this panel
t hanks the staff, and both the Science
Advi sory Staff and the Science Advisory
Board, and we’'re sorry that Dr. Rondberg
can't be with us, the designated federal
official fromthe Science Advisory
Board, but we welconme Ms. Conway. And
M. Dorsey, and Dr. Irene thank you for
all your effort, and Ms. Shirley
Percival. But, before you take all that
to heart, there’s a |lot nore work to go.
So that was just ny way of introduction.

Good norning everybody, 1'd like to

wel cone you to the Joint Science

Advi sory Board and Scientific Advisory
Panel neeting on Data for Testing on
Human Subj ects. This is the second
meeting on this topic. W have
reconvened here with this panel fromthe
Decenber 1998 neeting and unfortunately,
Dr. Kaplan and the original panel could
not be here today. He had a conflict in
schedule. And Dr. Payton unfortunately
had an energency had to | eave. O her
than that, we have the original panel

menbers here. | am a co-designated
federal official, and |I'm | ooking
forward to today’'s neeting. |'msure

there will be very lively discussions.
As a designated federal official, ny
role is to serve as a liaison between

t he panel and the agency. To be
responsi bl e for ensuring provisions of

t he Federal Advisory Conmttee Act and
to ensure that those provision are net.
To conduct an open neeting under FACTA,
whi ch neans that all materials are
available to the public, all discussions
are open, and everyone is allowed to
participate. And finally, to ensure
that participants on the panel are aware
of the Federal conflict of interest

| aws, and each participant has filed a
st andard governnent ethics form and
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that form has been reviewed and is on
file to ensure conpliance with the

et hics regul ati on.

All materials are in the public docket,
any questions posed by the panel and by
t he Agency and ot her docunents rel ated
to this neeting, are available in the
docket. Overheads will be available in a
few days, and background docunents are
al so avail able on the EPA website. Now
t he docket phone nunber is area code
703-305-5805. The address is 1921
Jefferson Davis H ghway, Crystal Station
2, Room 119, Alexandria, VA The
websites are on the agenda, and | w |
actually read themin a nonent. Al
materials for this neeting, are
currently in the docket, and nost are on
the website as well as the material from
the first SAP/ SAB neeting on this topic.
The two websites are on the top of the
agenda, that you should all have. And
finally, when the report is finalized it
w Il also be available and posted on the
website. Thank you.

Larry or Cathleen, any additional
coment s?

| don’t have any, Larry?

Just one point of fact. W wll have a
transcription of the neeting. Since |
don’t know when it will be available, I
won’'t venture a guess, but there will be
in fact a transcript of the proceedi ngs
of today’ s panel discussion.

| think at this point, we probably
shoul d nove ahead with the

background materials, presentations

to be nade, by the Agency. Dr.

Steve Gal son who is the director of

the O fice of Science Coordination

and Policy is here to provide us

with sonme introductory and

background materials. | m ght
enphasi ze that Dr. Gal son has

really played a very inportant role
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in trying to help us nove the
process forward. Both Dr. Kendal
and |, truly appreciate his

i nvol venent to this point.

DR GALSON: Excuse, Dr. MConnell a point of

clarification.

DR. MCCONNELL: Yes, a point of clarification. Back to

DR UTELL:

this other thing, I'"msorry, Steve. |
have a question regardi ng procedures.
This is a joint neeting between the SAB

and SAP who have different procedures in

the sense that with the SAP, everything
has to be said at the table or it cannot
get in the report. SAB is not that way.
SAB, you can do things for background
and so forth to get into the report.

Two questions: One, which are we
operating under today? And nunber 2, al
t hose comments and so forth that were
made at the previous neeting, we don’'t
have to go back over those again do we?

Dr. McConnell, | think raises a very
i nportant issue and actually | plan to
touch on it a bit later, but we do have
a joint neeting of the SAB and the SAP,
and there are sone differences in
procedures, and in fact, sonme of those
cultural differences, | think, lead to
why we needed to get together for a
second time. In general, we're going to
try to neld the activities of the two
commttees. | believe we’'ve nmade an
agreenent, as | said this neeting wll
have a transcript so that will be the
procedural operation.

The process of putting the materials as

we’ re going through the devel opnent of

t he docunent up on a website so everyone

can share in everyone else’s comments,

we’'ve made a conmtnent to do that as

well. Wiichis alittle different than

the SAB standard operating procedure,

but much nore in keeping with SAP. W

woul d |i ke the docunent to reflect the

del i berations of the commttee coments

BaskervilleTranscription, Vienna, VA

Telephone: (703) 821-2814
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1 at the neeting. W should not have nuch

2 in that docunent that was not discussed

3 at the open neeting. To say if there was

4 a brilliant insight that cane al ong

5 | ater and was added as a footnote, it’'s

6 possi bl e, but our goal, Gene, is really

7 to try and capture in the report, the

8 di scussion and the opinions of commttee

9 menbers, as sighted today in the

10 di scussion. Now, obviously, sone of the

11 wite-ups take place follow ng the

12 nmeeting, and we need to count on

13 commttee nenbers to try and incorporate

14 what was said here, and that often can
h 15 be sensitive in ternms of what was said
z 16 and what gets witten, but we need to

17 try and keep to the material that was
m 18 di scussed and presented today. Sorry to

19 be so I ong-wi nded, but it’s not always
E 20 straight forward, because sone of these

21 things do get witten up after the panel
:’ 22 nmeets.
O

24 DR. MCCONNELL: | know what | was worried about is, for
o 25 instance, the Common Rule, the Helsinki,
a 26 of course, which we went through sone

27 detail at |ast neet, we don’t have to go
W 28 t hrough those again

29
> 30 DR. UTELL: No. No. The materials that have been

31 presented at the previous neeting are
-l 32 clearly part of the record and Dr. Ellis
: 33 wal ked us through that. W’ ve not asked

34 himto repeat that he’'s here for
U 35 i nformational purposes, but clearly not
u 36 for presentation.

37
q 38 DR. MCCONNELL: Thank you very much.

39
ﬁ 40 DR KENDALL: | like to turn it over to M. Dorsey to

41 add any comments to your questions, Dr.
n- 42 McConnell. We were going to address
m 43 t hese questions subsequent to the EPA

44 presentation. Just for the audi ence and
m 45 for the coomttee’ s update, as we have

46 di scussed in previous phone conferences
: 47 and ot her communi cations, we would ask

438 EPA to revisit and refocus and

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814
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conpletely crystallize the charge today,
so that we can refresh oursel ves.
Secondly, we would then review, which
Dr. Utell has al ready done a good job
of, the essence of our operating
paraneters and then we will nove
forward. So, M. Dorsey any comments to
add to this or Dr. MConnell’s

guesti ons.

Thank you. And | think Gene has a
really inportant point. | think what we
have done in one of the operating nenos
we put together, probably better define
t he process of working together with the
SAB. One point | think is very
inportant, if there are significant
coments concerning the issues to be

di scussed today, and you feel very

i nportant that these coments shoul d be
included in the report, at |east raise
the issues to the other panel nenbers.
We can, you know, attach an appendix to
the report, we can add a statenent after
the fact. But really, if you have an

i nportant comment, we asked that that
surface at this neeting, and all ow ot her
panel nmenbers to discuss it. | think
we’ve all agreed, and Samand |, really
encourage you all to do that, because |
think it wll give us a better report.
And we'd like to nove this report al ong.
Qur purpose today is to refine sone of
the coments and all ow you the chance to
di scuss sone issues that we could not
resolve in drafting the report. But
really, our goal today is to try to
resol ve sone of those issues, agree
where we can agree, and agree to

di sagree, and to get the report drafted
and cl ose out the operation of this
commttee. But Gene, thank you for that
conment .

| think we’'re going to give Dr. Gal son
one nore chance. And we’'ll proceed.

12
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Thanks a lot. On behalf of the
managenent of the Environnent al
Protection Agency, | want to thank al

of you for being here, this is really a
fabul ous panel and we’'re very

appreci ative of your tine, of your
commtnment to public service, and your
expertise. A nunber of people have
asked me where this is an unprecedented
occasion to reconvene a panel after they
were unable to agree on a report. And |
want to assure you that the Agency has
convened many federal advisory

comm ttees over the years, on tough
contentious issues, and it frequently
takes many neetings for these groups to
conme to decisions or concl usions.

Per haps, the only thing that m ght be
unusual about this group is that we
didn't anticipate before hand, the
difficulty that the panel would have. In
any case, we thank you for your

comm tment again and particularly to
this issue that crosses the usual

di sci plinary boundaries of the
Scientific Advisory Panel and the SAB.
The advice that you give us will be very
inportant to the future of human testing
of pesticides, and influential in the
evol ution of EPA's human testing
policies in general. It will have

enor nous i npact on the pesticides that
are regul ated and approved for use by

t he EPA.

| want to take just a mnutes to

acknow edge the really hard work of

the EPA staff, in particular, M.
Carley, Dr. Irene, M. Dorsey, M.
Percival, M. MHugh, and Dr.

Lew s, sitting at the back table.

This has been a particularly tough
group to get together to reschedul e

and it’s really inportant that

everybody recogni ze the hard work

that has gone into it. | also want

to especially acknow edge, Dr.

Uell and Dr. Kendall, for your
commtment to bringing this group

13
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together. If it wasn't for that,
we wouldn’t be able to do this, we
woul d have been stuck in |inbo
there. So, with that, | want to
turn things over to Marsha Mil key,
the Director of the Pesticide
Progranms Ofice, who will focus a
little bit on sone of the

subst antive background that’s
bringi ng us here today. Thanks.

Well thank you and let me add ny
greetings to all. And ny thanks to the
panel for your service. W renmain very
pl eased and very grateful that you have
taken on the effort of helping us with
this thorny and chal |l enging i ssue, which
his vitally inportant to us as an Agency
and of particularly vital inportance to
the O fice of Pesticide Program And it
i s because of that sense of urgency that
we have worked so hard to try to make it
possi ble for you work fully and freely,
and in a way that can be hel pful to us.
Thi s second neeting does not have a new
purpose. In fact, our whole point in
convening you is to allow you the
opportunity to conplete your discussions
of the issues which arose as a result of
the original charge which we nmade to you
| ast Decenber. W expect and understand
that you wll pay particular attention
to i ssues which nmay have appeared to

di vide you or at |east on which you have
had sonme difficulty comng to a common
way of thinking about and speaki ng about
them But we trust that you will keep
your focus on the original set of
guestions we posed, and on the practical
i nplications of those questions, for the
particul ar issues of the pesticide
program as we go forward, with our own
t horny and chal | engi ng path of

i npl ementing the Food Quality Protection
Act of 1996.

By way of background, we think it useful
totell you that in many ways relatively
little has changed. Since we convened
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you and told you about the context in
whi ch we were asking you to | ook at

t hese questions. W continue to
receive, in the Ofice of the Pesticide
Program a nunber of unsolicited reports
of human test subject research submtted
in the context of our Pesticide

Regul atory and Licensing Program These
studies in particular, having to do with
system c toxicity studies for the

pur pose of hel ping to establish a NOAEL
and therefore, on our part, a reference
dose as a departure point for

regul ation. W al so have conti nued
since at least July, 1998 to adhere to
the posture that we wll not take any
final regulatory action based upon our
reliance on this kind of human test

subj ect study, unless and until we have
in place a policy which allows us to
assure ourselves that these studi es neet
appropriate high ethical, and scientific
standards. It is also a part of the
context in which we all operate and
inportant for us to all renmenber, that
EPA, |ike many ot her governnent

agenci es, does conduct itself, sone
research involving human test subjects;
subject to the Commpn Rule and in
conpliance with it. And also that there
are many tests on pesticides as on other
substances i nvol ved i n Federal

Regul ati on whi ch do invol ve human

subj ects other than this context of
systemc toxicity for NOAEL studies. So
that we receive and even require,
studies involving human test subjects
on such things as skin sensitization or
phar meki neti cs and ot her ki nds of
studies. And that, whatever policy we
devel op needs to be conprehensi ve enough
to allow us to have a consi stent
responsi bl e ethics and sci ence based
approach to this whol e range of human
testing beyond this narrow and

particul arly chall enging universe on

whi ch you are focusing.

15
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There have been sone devel opnent s--we’ ve
been busy. W have not been brought to
a halt by this or any other issue. W
have continued to nmake a | arge nunber of
all sorts of regulatory decisions in the
pestici des programincluding the

i censing of new conpounds and the
reassessnent of existing tol erances and
the re-registration decision making
regardi ng ol der chemcals. For at |east
sone of these chem cals, we do-have had
in our files other kinds of human
testing materials relating to NCEL type
testing and during that period none of
our final regulatory actions have relied
on any of those studies. However, it
has been a pretty rare situation where
we had such studies in our files and we
have been active in making final

regul atory decisions. But there have
been a few such instances. At the tinme
that we introduced our problens in this
area to you we gave you a little context
relating to the Food Quality Protection
Act. | think it’s inportant for us to
clarify that there is no provision of
the Food Quality Protection Act, itself,
t hat speaks directly to the question of
how pesticides are to be tested for
their toxicity or how the Agency or any
regi strant or |icensee should handle the
testing of pesticides in human test
subjects. It is not directly addressed
by the Food Quality Protection Act.

What the Food Quality Protection Act did
do, was change sone of the regulatory

| andscape relating to pesticides as it
related to the relative safety standard,
reasonabl e certainty of no harm that is
to say, without necessarily reference
to, for exanple, a balancing benefits,

it was a health-based standard, as well
as certain specific provisions relating
to, anong ot her things, additional
safety margins to protect against the
possi bl e extra sensitivity or unusual
exposure of children. And so that, in
addition to whatever safety margins the
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regul atory agencies mght or narrowy

i nclude, we were asked to include a ten-
fold safety margin to protect infants
and children unless we could, based on
reliable data, determne that it was not
necessary. So that, in at |east sone

i nstances, the retention of the ful
additional 10-fold safety nmet margin to
protect children is necessary under the
new statute or at |east sone additional
safety margin beyond the standard safety
margin. This of course, the conbination
of the new heal t h-based standard, and
the additional safety margin for
children, could and does create a
dynam c in which sone conpounds nust be
regul ated nore rigorously than they

m ght have been done prior to the Food
Quality Protection Act. And there is
sone evidence that that context has
created an environnent in which
pestici de conpani es and ot hers may seek
out ways to reduce the uncertainty
and/or therefore the safety margins

t hrough ot her means, such as the testing
of pesticides in human subjects. So
that’s the relationship. [It’s an
indirect definitely unintentional, and |
suppose debat abl e connecti on between the
Food Quality Protection Act and the
testing of pesticides in human subjects.
But it is the case that if we have
available to us scientifically sound and
sufficiently rigorous data in human test
subj ects that we can accept, on ethica
grounds as well, there is the potenti al
for reducing the otherw se applicable
safety margin that is the safety margin,
that we woul d otherw se apply to assure
that the extrapolation from ani mal data
to human effects, is sufficiently
protective. And that, therefore, can
lead to a dynamic in which as a result
of the availability of test data on
humans, it is possible froma regulatory
framework to all ow what may be as much
as 10 tines as nmuch exposure under the
sane safety standards. | say may be as
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much as 10 times because the | owest dose
rate in the animal study is not al ways
the sane as that in the human studi es.
That is, the |owest safe dose rate. So,
it’s not an automatic 10-fold, it
depends of course on the results in the
two types of studies.

In the context of this we have sone
speci al concerns and special needs. W
need good science, we need a way of
determ ning what is sound science in
this arena. W need good ethics and we
need consistent ethics. W need the
ethics that we can apply to ourselves
and to the rel evant renai nder of the
folks with whomwe interact. So we need
measures like that in the conmmon role
which we are consistently applying to
oursel ves; available to apply in these
| arger contexts. W need to be open,
transparent, through a participatory
process, have a policy that everybody
under st ands, can predict, and can order
t heir behavior around. So we need a
process for policy devel opment which is
i nfornmed by, anong other things, the

ki nd of issues that you are hel ping us,
and we | ook forward to your advice
regarding. W al so need an approach
whi ch has enough dynam smto reflect the
realities that have to do with the
changes in both science and et hi cal
standards over tinme. W expect to work
very hard in sound policy devel opnent.
We are hopeful to have the benefit of
your advice, and we | ook forward to it
at the earliest possible tinme, but we
have a very clear need to proceed with
policy devel opnment. W expect your
advice to be a matter of public record.
We expect our policy devel opnent to be
an open and participatory process which
includes all the other federal agencies
wi th special reference and deference to
t he Departnent of Health and Human
Servi ces, which has the | eadership

wi thin the Federal governnment for this
subject matter, as well as all the
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rel evant players within our own agency
and we expect an open and public
partici patory process before we reach
the end of the day on policy

devel opnent .

Now we have submitted to you a sunmary
of these kinds of systemic toxicity
studi es that we have received since the
passage of the Food Quality Protection
Act and you will note that we have
received six of these studies in the
peri od between your neeting in Decenber
and the present. And we expect to
continue to receive sonething |ike that
ki nd of pace of these unsolicited, but
submtted studies, and the l[ast six on
your list are the six that we received
in that period.

| would |ike to conclude with just
pointing out a little bit about the
scope of what we are seeing just in this
relatively short period, |ess than one
full year, not nmuch less, but alittle
| ess than one full year. Not all these
studies are oral admnistration, there
are dermal and interrelation studies

i ncluded. So, the universe is sort of
broader than a single root of exposure
testing. Not all of this group of six
i nvol ve cholinesterase inhibitors so
obviously we’re not limting ourselves
to a single kind of nmeasure although the
majority, the overwhelmng majority of
t hese kinds of tests that we have

recei ved are cholinesterase inhibitors.
Not all of these studies are

neur ot oxi cants, although | think all but
one are. So that’s not necessarily a
[imtation that allows us to know what
we're going to be dealing with. And
they’'re also not all insecticides,

al t hough again | think all but one are.
So the universe on which we may conti nue
to receive these kinds of studies in
this current environnment is pretty
broad, and we hope that your advice can
help us deal with that reality, along
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with the others we’ve tried to help you
under st and.

| don’t plan any further remarks, but |
want to add ny thanks to John Carl ey who
has done really yeoman’s work within the
O fice of Pesticides Programto assure
that we are able to provide for you, al
the informati on we have that nay be

hel pful to your deliberations to offer
on behalf of our office and for that
matter, the rest of the Agency, to try
to find you informati on that may be
worthwhil e or useful to you in your
deliberations. It was our effort to
provi de that through this subm ssion and
t hese remarks, and unl ess you have
guestions, | ameagerly awaiting an
opportunity to hear what you fol ks have
on your m nd.

Any questions fromthe panel for the
comments from Ms. Mil key or any further
clarification conments regardi ng the EPA
char ge?

Yes, | do.
Dr. Needl eman.

Ms. Mul key, when the EPA receives one of
t hese newer hunman studi es, do you have
formal criteria to evaluate their
scientific status?

We have not never published any
gui del i nes about how to conduct these
studies. W do not have systematic
publ i shed or open criteria. W have in
t he past, evaluated these studies on an
i ndi vi dual case-by-case basis. Looking
at all the information provided in
connection wth the study, together with
all the remaining information we may
have about the conmpound, including al
the other studies. So part of the
difficulty and challenge for us in this
area, is that, unlike nost of the other
i nformati on we receive, not everything,

20




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

DR, KENDALL:
DR, MCCONNELL:
DR MJULKEY:
MR, LEI GHTON:

DR, MCCONNELL:

MR, LEI GHTON:
DR, KENDALL:
DR PORTI ER

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

but npst of the other information we
receive, we have not set forth the

gui delines, the rules of the game, if
you will, regarding this kind of study.

Dr. MConnel |

Yes, Ms. Mil key, regarding field

studi es, where you take worker

exposures, can you tell this panel, |
think it would useful for nmany of the
peopl e on this panel, what’s involved in
t hose ki nds of studies, and what kind of
i nformati on you get out of them and
what you do with that infornmation?

Let nme see if we have sonebody here who
can do a nore thorough job then I m ght.

My nanme is TimLeighton, and | work for
OPP's Health Effects Division. | review
exposure studies and generally when we
see biononitoring studies, we wll see
passi ve dysemmtry also and we w || use
both of the data sets. But basically to
do these studies, the registrant wll go
out, do a study based on the | abel
criteria, and fromthere we’'ll collect
basically urine sanples and we’ll get an
absor bed dose and that data is conpared
agai nst, basically, what we do is aninal
studies or in the past using the human
tox studies and we’' Il use that for a
conparison to get a ratio and do our
mar gi n of exposure cal cul ati ons.

So they're for exposure primarily,
they’ re not toxicology studies?

Definitely.

Thank you. Chris

If | could have a quick follow up
question. If | understand this
correctly, the exposure studies you ve

just described would only differ froma
clinical study in the sense that you
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woul d know t he exposure exactly, the
external exposure in the clinical study
as conpared to the observational study
where you woul d have to infer what that
exact exposure was?

For the exposures that are done on these
gui del i ne studies that we have they are
based on what is allowable with the

| abel and they’ re usually done
certainly, not done nore than the
maxi mum rates so we know what the

i ndividuals are exposed to. | don’t
know i f that answers your question or
not .

But you' re not |ooking for netabolites
or phthal ates or absorption percentages,
di stribution.

No, what we’'re actually looking for is
t he absorbed dose of the parent
chemcals, is what we’'re trying to get
back to.

But, you don’t know what percent each of
t hat woul d be, because you don’'t know
what the dose was, is that correct or
not? | nean, you don’t know what exactly
how nmuch the person was exposed to, but
you know how rmuch was absorbed in the
body?

The way we have the potential exposure,
the actual residues . . . (end of side
A)

Did you have any foll ow up questions?

Yes, a follow up question for M.

Mul key. The review of the reports
submtted since the | ast neeting gives
us sone information about the studies,
their intended purpose and their subject
matter, but no information about sanple
size. Can you tell us anything about

t hat ?
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John can provide sone of that.
|’d like to have sone idea of the range.

These studies, concentrating on the six
that have conme in since |ast year, which
were not included in the information we
gave you | ast year about size. And
those are the six beginning with

met honyl at the bottom of the first page
of the table. These are, with the
exception of the |last one, the dernal
study, these studies all follow a pretty
consi stent protocol. There are going to
be five or six dose |evels designed in
front and at each dose level there are
going to be fromsay 6 to 10 subjects,
sone given the conpound, sone given

pl acebo, and it’s a rising dose protocol
designed to be term nated when they
produce a statistically significant
decrease in cholinesterase.

Thank you.

Dr. Kahn.

KAHN: In relation to the sane.

| just wanted to informthe conmttee,
we are noving, | want you to go on and
take that question, but we are noving to
a presentation by doctors Fiedler and
Gorovitz that will nore deeply resol ve,

| think, the questions related to EPA
charge, ok. But go ahead, Dr. Kahn

A quick question of fact. O the chart
that we are referring to, where were

t hese studies perfornmed? Do you know

t hat ?

The corpyrapotts? study was perfornmed in
Nebraska by MDS Harris, the second one
on the back page. Al of the remaining
studies were perforned in the UK In
all five cases the clinical stage was at
| nverest Cinical Research in Ettenboro.
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The | ast one, the analytical phase was
done at ICl Central Labs also in the
U. K

O k., thank you for the questions.
Let’s nove forward with the agenda, |
will note for everyone, that as we
stated at the top of the agenda, tine
all ocations may be revised. In other
words, as we nove through this process,
Dr. Uell and I will be nanagi ng the
agenda that will help us achi eve our
goal of bringing this to a concl usion
today. In the neantine, in the process
of our subcommttee and committee
operations, we’ ve had several conference
cal | s anong ot her conmmuni cati ons and
we’'ve identified a subconm ttee nmade up
of Doctors Fiedler and Gorovitz to

di scuss or evaluate the EPA needs and

t he context of our subcommttee’s
report. W' ve allocated tinme on the
agenda to update the commttee as to
their progress. Dr. Fielder and Dr.
Gorovitz the floor is yours.

Thank you As Dr. Kendal|l nentioned, we
had a couple of conference calls and I
know t hat everyone here on the commttee
was invited to attend those calls and
not everyone was able to, but out of
those calls arose sone of the issues
that 1’ mgoing to highlight now fromthe
background paper that was kindly

provi ded by EPA. Just to say, by way of
my own background that one of the
concerns that canme up in the conference
calls, was that our commttee did not
have enough background information from
EPA regarding the context for this
commttee, and short of just the Food
Quality Protection Act that canme up but
al so other issues that EPA was concerned
with. So we requested a nore thorough
and conpl ete background paper which has
been provided to all of you. |’m not
going to go through the specific history
that is in this paper because | think it

24




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

was certainly very hel pful to me and
probably all the commttee nenbers,
other to say and to reiterate that the
paper indicates that EPA has never
defined guidelines or protesting
pesticide effects or establishing an
NCAEL in human subjects, and that is
part of our charge to begin to devel op
both scientific and ethical guidelines.
VWhat | want to highlight, and | nust
admt that | think that sonme of what |
amgoing to highlight is ny own persona
take on this, not nmy opinion. But nore
my concerns as the report has devel oped
and as | read this background paper of
what | think we need to focus on, and
certainly what in our conference call we

felt that still needed to be dealt with
t oday.
First of all, I think that EPA is asking

for guidance fromus in a nore
operational sense and nore specific
ternms than probably what we will cone to
or what we cane to in our |last report.
And, as | read the background paper
there are two areas: One area of
research that has gone on and conti nues
to be published are the incidence

foll owup and epi dem ol ogi ¢ studies, and
both scientific and ethical guidance for
t hose ki nds of studies and what are
consi dered acceptabl e or not acceptable.
The second, and probably much nore
contentious are those that are

consi dered controll ed human exposure
studies that go fromoral to dernal
dosi ng studi es and phar macodynam cabl e
met abolismstudies. That is the area
that is probably going to take nost of
our time, | would think. But that we
need to consider, first of all, the
scientific guidelines and what we think
are areas that where we may be able to
outline what is conpletely unacceptabl e
and then what are acceptabl e kinds of
procedures in these studies, if at all.
And, that we need to nake the

di stinction between what woul d be
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acceptabl e for an epi dem ol ogi cal study
or an incident followup and what would
acceptable for a controlled human
exposure study. | will just go through
sonme of the things that | think EPA is
asking and they need to devel op a policy
on from first of all the purpose, and

t hese were outlined in our phone
conversations. Wat is the purpose or
intent of the study? That was sonething
t hat was di scussed at | ength because it
was the commttee's concern |ast tine
that if the purpose was entirely for
financial reasons, then that nay not be
acceptable, but I think then that the
commttee needs to address what woul d be
acceptabl e as a purpose for a controlled
human exposure study, as conpared to an
epi dem ol ogi ¢ study. The second area
then, would be to operationalize the
dose not that we can give a specific
dose, but how does one arrive at the
procedure for deciding whether a dose
adm ni stered i s acceptabl e and et hi cal,
and what are the scientific standards
for that. |Is it the |l owest possible
dose, is it the dose that’'s based on

ani mal studi es, and how many ani nal

studi es, and what kind of animal studies
need to precede the human exposure
study. How many subjects is sonething
that we did address, but maybe not quite
specifically enough with regard to, is
there adequate power in the study? One
of the concerns that has brought up in
the past, is that many of the studies
that we see, involve less than 10
subjects. Al healthy male vol unteers.
The comm ttee expressed a | ot of concern
about using sensitive popul ations or
subgroups and that that would be
problem and yet, we al so have to

bal ance that agai nst the generalized
ability of studies. |If they are only
done with healthy male volunteers, then
that may not be of any use
scientifically and therefore not be an
ethical study. And to the extent
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possible, | think it’s inmportant for us
to | ook at the science and then al so

| ook at the ethics, they are

intertw ned, but we need to address both
issues. And then, also to outline the
range of effects and how those effects
are neasured to consider, is sinply

bl ood chol i nesterase an adequat e neasure
of an adverse effect or do we want to
consider, it has been suggested and

di scussed many tinmes before by EPA and
sone of the background docunents we
received, or do we need to consider nore
speci fi c nmeasures of neuro-behavioral,
neur ol ogi cal effects, are synptons
adequate, what are the nost sensitive,
measures from |l east to nost sensitive
and what woul d be adequate from a
scientific standpoint and then from an
et hical standpoint? And so these, |
think, are the nore specific issues that
need to be addressed. Do we have an
adequat e understanding of the risks in
any protocol and what m ght be
acceptabl e risk and what is unacceptable
risk? And to begin to address these
issues in this commttee and cone up
with, if not an answer, which |’ m sure
we can’t, but a range fromtotally
unaccept abl e to nore acceptabl e, and
probably or possibly, using sone of the
t hi ngs that have been suggested by Dr.
Wei ss, for exanple, in terns of case
representation may help us conme to sone
of these decisions. But ny reading of

t he background paper suggest that these
are the things we need to operationalize
nmore specifically and to put into the
current draft of the report that exist
now. And | want to turn it over to Dr.
Gorovitz.

This comm ttee has been described, |

thi nk, falsely as hopel essly deadl ocked.
That seens to ne not at all the case.
This commttee hasn’'t quite reached
closure, and what | want to do is take a
nmonment and enphasi ze what | think are
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t he substantial areas of agreenent,
because they informthe approach that we
take to the issues that are as yet

unr esol ved.

The |l ast draft of our report, which is,

when | say last, | nmean nost recent, not
final, is still a work in progress, mde
it clear, | think, that the commttee is

of or very nearly of, a single mnd with
respect to a broader array of inportant
issues. | just want to nention what |
take sonme of those to be, and others may
in the course of our discussion, offer
sone corrections if necessary. But |
think we’re all agreed that:

We want to advocate the highest
standards of respect for human subjects
in any research with human subjects.

And we have a pretty clear idea of what
t hose hi gh standards require.

We believe that to justify the

i ntentional exposure of human subjects
to substances via any neans, that
potentially could harmthemat all,
requires a high threshol d of
justification. That bad science is
unethical. There' s no question about
whet her scientific protocol could be
ethical if it is scientifically
unwor t hy.

Further, | think we're agreed that bad
sci ence occurs, not necessarily mal -

i ntended but certainly science such that
not hi ng useful could be justifiably
concluded fromthe research and
therefore the doing of the research was
unethical. Unethical in part because it
exposes subjects to risks in part,
because it constitutes the waste of
resour ces.

We're agreed also that the justification
of human subjects research cannot be to
facilitate the purposes of industry or
agriculture to say that is not to say
that those purposes are not legitimte
pur poses. Not purposes which thensel ves
are worthy of sonme regard and sone
respect, but that is not the concern of
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this Agency, that is not the concern of
this coomttee. Fromour point of view,
human subj ect research in the domain of
t oxi ¢ substances can be justified only
in pursuit of the public health. And
that for us is a kind of touch-stone of
acceptability.

We all have a special concern with

vul nerabl e popul ations, that is, with
children, with the elderly, with those
in fragile health, and we understand
that protocols which tell us about the
reactions of a small nunber of healthy
adult males, are not justifiable as a
bases for extrapol ation, but the
susceptibility of people in these

vul nerabl e constituencies. Now, they
may yield sonme other information that
could potentially be of use indirectly,
but that special concern for the highly
vul nerable is a very high priority for
us.

W’'re all agreed, | think, that the
evidential potential of unintended
exposures i s inadequately expl ored.

That incidence followup is an
opportunity that should be seized when
it occurs, and the maxi mum anount of
information extracted fromthose

ci rcunst ances provides a way of
advancing the public health w thout

i ntentional exposure to anybody.

And | believe we’'re al so concerned about
a particular risk benefit issue and that
is, that it’'s not enough to know t hat
there are low risk and high potenti al
benefits. It matters al so who bears the
risk and who potentially will yield the
benefits. There has to be not just the
appropriate nunerical relationship or
guantitative relationship between risks
and benefits, but a just and fair and
appropriate distributional relationshinp.
Now, that said, | believe we agree that
wher e human subj ect research can advance
the interest of public health, and can
sati sfy high standards of ethical
propriety, it should be allowed. Were
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we are unresolved at this point, has to
do with the operational clarity with

whi ch that threshold has been descri bed.
And so, our focus has to be on the
guestion, can there be human subject
research that can advance the public
health and stay within the constraints
of the highest ethical standards, and if
so, what’'s the threshold that the
argunent ed favor of such research nust
reach in order to be justifiable. That
is, as | see it, our challenge and it’s
one that | think we can neet.

Excel lent. Just excellent. Any
guestions fromthe Commttee on that,

Dr. Fiedler and Dr. Gorovitz were just
really a pleasure to work with in the
context of our communication, at |east
via conference call, which I thought was
very effective. But we put themon a

m ssion, and | think they did a lot to
crystallize. W agreed on considerable
anount actually, and the commttee is
not deadl ocked a bit. W just need a
little nore tinme to, work together, |
think to bring to closure sone of these
issues. And | think you hit the nail on
the head. Commttee, further
clarification? Because the issues a
process, sonme of the questions that have
evol ved, the issues of process, we have
to enlarge, to be dealt with. W'’re
going to have a transcript of the
meeting. We are sharing the information
openly as needed. W are going to be
followng up with additional discussion,
if necessary via, particularly draft
iterations of the report. Larry

The | ssues of Process as we’'ve nel ded
the SAP/ SAB issues, Dr. Uell and that
was mai nly conmuni cation just working
together having a little time to do
that. But these points, that Dr.
Fiedler and Dr. Gorovitz have naede, are
really what set the stage, the inportant
stage for this neeting today. | want us
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to either agree or disagree on that so
we can nove on. Any di sagreenent?
Dr. Meslin

When you started your choice of
agreenent or disagreenent, | didn't get
my hand up qui ck enough. It was for
agreenent, not disagreenent.

|’mtrying to make sure we’ve got this
cl ear.

| regret | wasn’t on the call, and I
appl aud and congratul ate ny col | eagues
for putting together such a hel pful
summary. | wondered whether in your

di scussi ons you added to your Ilist of
concerns about risk benefit, questions
about the persistence of the benefit
over-tinme or in contrast. The
reversibility of the potential harm As
you quite rightly pointed out Sam it’s
not sinply a low risk versus high
benefit, but what’s the Iikelihood that
the risks get manifest as a harm would
| ast for a period tinme and coul d be
reversed relatively quickly? D d that
cone up in your conversation? | suspect
that there m ght be another area of
agreenent, that the irreversible risks
and the persistent benefits are the

ki nds of things that we should focus on
as well?

Dr. Gorovitz.

Sure, that is, one doesn’'t understand
what the risks are unl ess one

under stands both their severity and
their tenporal characteristics and their
reversibility. W’ ve also been
concerned about |atent risks. That is,
harnms that may energe quite sonetine in
the future, and that, therefore by

hypot hesis, will be invisible in the
short-term
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And that’'s part of the agenda for the
next part.

Any further? Dr. Ellis, | was hoping you
woul d step in at this point and tell us
if we're ethically sound here.

That’s too profound a judgenent. First,
let me add ny thanks to Dr. Fiedler and

Dr. Gorovitz for distilling their
t houghts. And | have a question for Dr.
Gorovitz. | heard Dr. Fiedler

di stingui sh between two cl asses of
studi es invol ving humans. On the one
hand, data may be derived from

i nci dence, follow up epidem ol ogic
studi es, on the other hand, there's a
cl ass of studies--controlled human
exposure, controlled dosing. Does that
di chotony play into your schenme Sanf?
The way | heard your schene, it
transcends that those two cl asses.

Vell, | think the answer is yes and no.
That is, | think that’s a distinction

t hat has sonme significance. The genera
val ues, which | described as affirmng
apply to both categories but in non-
identical ways. That is, if one
undertakes to cause exposure

del i berately, then that nust itself be
justified and that piece of the story is
mssing in the followup to an
uni nt ended exposure. So, sure, | see

t hese as di stingui shabl e and
substantively different categories, but
even when one is follow ng up an
uni nt ended exposure, that can be done in
ways that are ethical or unethical. And
even there then, we need to maintain
hi gh ethical standards in the way in

whi ch the subjects are treated by the
effort.

Any further points of clarification? |If
not we'll nove to the public. Dr. Kahn.
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If I may. |’min the sane position as
the last tine.

| want to affirmthat you re welcone to
make a good coment here.

Even if you said no, | don’'t think it
woul d matter. Let me just ask how an
issue fits into what we just heard from
doctors Fiedler and Gorovitz. And that
is a question, | think that came up from
our EPA staff about the FQPA sort of
bei ng used as sword upon itself. And
that is, potentially creating an
incentive for testing to subvert the 10-
fold safety factor. And whether that’s
an issue that’'s on the table, one, an
issue for us to consider. |Is that a
policy judgenent that we're here to try
to address? And secondly, if so, where
does it fit wthin the schene of it

you’ ve just played out for us? That’s
two-part question 1. And the second
guestion is sort of an attention to the
risks that, | didn’'t hear anybody talk
about, and that is whether there is a
risk to the environnent that we have to
al so be attentive to? By allow ng

hi gher | evels of pesticide into the

envi ronnent, whether that’s a risk that
ought to be put into our risk benefit
calculations, as well. Is that clear?

Yes, Dr. Gorovitz/Dr. Fiedler would you
like to respond? Then the conmttee.

If there’s a tine that we spend a few

m nutes conversing as the conmttee,
it’s right now So, | think we really
need to get, if necessary, we're going
to public coment, but if we can get the
groundwork laid right now, follow ng up
the very thoughtful presentation of Dr.
Gorovitz and Dr. Fiedler, | think we
W Il accelerate our ability to have a
very positive outconme today. So, |1'd
like to ask if Dr. Gorovitz and Dr.
Fiedler would like to try to address Dr.
Kahn's very thoughtful comrent.

33




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999

Data from Testing on

DR FI EDLER
DR, KENDALL:
DR FI EDLER
DR, KENDALL:

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

Human Subjects Subcommittee

k. Soneone nmay disagree with ne, but
in ternms of the FQPA unintentionally
subverting the 10-fold protection
factor, it’s not ny understandi ng that
we are in the position to question that
or to address that other than through
the science and ethics. Because it’'s
possi bl e that in doing a study, you may
actually increase the protection factor.
So, and | don’t want to pick on you, but
| don’t think the word subvert, is
exactly.... | understand why you
said....

To provoke the discussion.

Right. So, | don't think that’'s our
charge as nuch as it is to address the
specifics of the studies that will then
determ ne what the protection factor
shoul d be based on data. Wth regard to
your second part and the environnental
issues, | think that’s a very intriguing
guestion. It’s not ny understandi ng
that this conmttee is convened to dea
with that but rather to deal with risks
to human subjects fromthe two different
types of studies. Cause | think that’s
a whol e other dinension to this that
could then reverse what we’'re discussing
if you' re concerned about the

envi ronnent and what m ght conme out of
this.

| think that’'s a good point, Dr. Fiedler
and | really think Dr. Kahn, in terns of
t he environnmental question, although
there are many of us here at the table
that are deeply concerned, | think our
charge is really to | ook at the human
testing issue and the science and the
ethics surrounding that issue. | think
very well put by Dr. Gorovitz to advance
the public health and stay within the
boundari es of ethics, and based on good
science to get the appropriate

i nformati on.
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It’s a question of how broadly to
construe public health in this context.
You asked sort of for a discussion about
the paraneters, | think, of what we’'re
here to do, and so | think it’s hel pful
for us to have that discussion now and
whet her we want to go that far or where
to draw the line, | guess is the
question. And where risks and benefits
ought to be understood as sort of stop
bei ng part of our concern.

That’s a good point. | think Dr. Meslin
had his hand up first.

Just very quickly to followup Jeff’s
poi nt. In distinguishing between the

i nt ended exposure to individuals which
woul d apparently fall w thin our charge,
| haven't yet heard how one

di stingui shes between the individuals

| ocat ed geographically near a rel ease of
a pesticide in the environnment and those
several states away, who many nonths or
years | ater, as was described in terns
of latent harm would al so be the

uni ntended or incidentally exposed
subjects. | realize that there’'s a

di stinction here between what
constitutes a human subject and what
constitutes an individual who as a part
of the public, wll be the unintended
reci pient of that experinment. And maybe
it’s worth drawing the |ine and agreeing
that it’'s sonething we can’t cross over
for the point, but I haven't yet heard a
response to Jeff’s question about where
t he human subject definition begins and
ends, particularly with respect to the
uni nt ended exposure issue.

Dr. Reigart were you going to address
this point or should we follow it up
with Dr. Gorovitz? Pardon?

G to him
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Dr. Gorovitz are you ready to help us
better define that |ine?

|’ mnot sure we need to define the |ine,
characterized that way. That is, Eric
Mesl in has distingui shed between
subjects, that is, those who are
enrolled in a protocol and, the victins
of an uni ntended exposure. And | see no
reason why a followup study has to be
geographically proximate to the rel ease.
That is there could be an incident in
California, and it could make perfectly
good sense to see if there is any

evi dence of an inpact in Kansas. This
is the kind of thing that has happened
follow ng | arge scale events, |ike

Cher nobyl and Bhopal and it’s a little
harder to get a grip on large scale
tenporal distances, but, in ny
conceptualization of follow ng up on
uni nt ended i nci dence, no part of that
was i medi ate proximty. Now, there's
al ways the question, who will undertake
such a study, with what notivation, and
what funding, and what intellectual
resources. But, fromour point of view,
| don’t think that there is a line to be
drawn that says, we stop at the border
of a county, or a state, or a particular
farmer’s field.

The point is, through with terns of the
charge of the conmttee, and considering
these issues, is the direct

adm ni strati on know ngly? | think
that’s where sonme of the concerns have
arisen and | think there is sonmewhat of
a line, between the direct
admnistration to a subject versus the
exposure and the normal working
conditions of the use of the product.

Point of clarification. There's clearly
a line between the subject of an

i ntentional exposure and the victim of
an uni nt ended exposure.
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Exactly, exactly. Well put.

Were there is not a bright lineis

bet ween t he geographically proximte
victimand a nore renote victim either
geographically or tenporally.

Can the commttee live with that? K
Dr. Reigart, thanks for your patience.

| actually would Iike to ask of Ms.

Mul key and M. Carley a factual
guestions, based on the subm ssions and
the context of what Dr. Gorovitz stated
which is, he nade a distinction between
protection of human heal th by
experinmentation versus other goals. And
the question | have is Ms. Mil key sai d,
that if sone of these NOAEL studies in
humans were accepted as evi dence of the
human NOAEL, you could get rid of an

i nterspecies uncertainty factor of 10.

| s that what you sai d?

That nakes it possible.

The question | have is, of the studies
t hat have been submtted, were the
humans approxi mately the sane NOAEL as
your ani mal NOAELs?

| think the right answer to that is
there is a fair anount of variability.
But they're rarely, the humans are
rarely ten tines nore sensitive than the
animals. The direction tends to be,

that if you use human NOAEL and renove,
and do not have an additional safety
factor that you have, you're going into
the direction of having a higher

ref erence dose.

K. So the tendency of the studies
you’ ve received, would be to raise the
reference dose, which would presunmably
| oner the degree of human protection.
ls that...?
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Dr. MConnel |

....That’s msleading. The reason
peopl e are saying no, is that they' re
reacting to the tail end of what you
said. The tendency is to raise the
reference dose. Wether that |owers the
degree of human protection is what
peopl e are reacting to. |[If you have a
standard of reasonable certainty of no
harm and you have net that standard,
peopl e woul d say that the degrees of
human protection greater than the
standard are not appropriately to be
descri bed as reduced degrees. | think
that’s why people in the audience are
sayi ng no.

K 1"l insert a “mght” down in there.
It m ght under sone circunstances.

It generally would lead to a regul atory
choice to tolerate nore exposure.

k. Dr. MConnell. Thank you Ms.
Mul key.

Yes, | was just going to add to that

t hat way back when, when 10X was chosen
i nstead of 100X or 1,000X or 1X, the
reason was, that there was quite a bit
of information already known at that
time, that for nost pesticides or any
ot her chemcal, in fact, that the

di fference between ani nal s and humans
was wWithin a range of about 10X, would
cover 95 percent of the chem cals.
There are exanples, as you know, where
humans are 3,000 tines nore sensitive
than an aninmal, and conversely there’'s
sone where the animal is nuch nore
sensitive then the humans. So that’s
t he background of the 10X. It just a
wor ki ng thing, but it’s based on sone
sci ence.

Dr. Portier.

38




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

DR PORTI ER

DR, KENDALL:

DR KAHN:

DR GOROVI TZ:

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

Yes, | want to get back to Dr. Kahn's
original point, in terns of trying to
delineate the discussions of this group.
| think the discussion we just had, has
pointed clearly that the inpact of the
human studies will not be on the FQPA
safety factor but the inter-species
safety factor. And | think part of our
di scussion has to resolve around the
issue of, since this is in fact a stated
goal of these studies, is this stated
goal an ethical goal? and is this stated
goal a scientifically defendabl e goal ?
cause, | think that is clearly very
inportant here, and | don’t think we

di scussed that at the last neeting and |
want to make sure we get that issued

di scussed here.

Yes, that’s a good point. | think we
attenpted to address it, but we going
nore delineate at this tine.

Chris, | appreciate your saying that;
because that really does encapsul ate
what | intended to ask, so thank you.

Maybe, |let nme ask Sam One of your

poi nts was that human subject research
could not be justified by the financial
interest of industry. | think that was
close to a quote. D d you nean by that,
the kind of thing that Chris just
articulated? That is, an effort to

i ncrease the Reference Dose as being in
interest of industry or what did you
mean? maybe | should ask it nore

obj ectively, what did you nean by the
statenent that human subject research
could not be justified by the financial
interest of i1ndustry?

| take it that the Agency’s nmandate has
to do with protection. And it’s
protection of a specific kind. It’s
protection of the environnent.
Protection of the health of people in
the environnent. And so, if a piece of
research which is potentially risky for
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subjects is to be justified, there has
to be a legitinmate purpose bei ng pursued
by that research, and that purpose has
to be gaining information that can be
put to use to enhance or secure the
health of the public. Now, that can be
conpatible wwth the interest of industry
or it can be at variance with the
interest of industry and that
distinction, it seens to ne, should be
none of our concern. Qur concern should
be, is this piece of research capabl e of
yielding information the proper use of
whi ch can enhance the protection of the
public health wi thout regard to whether
that thwarts or facilitates the purposes
of industry.

And that goes to the intent of the study
or not?

Well, | think it goes to the way in
which the study is likely to be used and
not just the intent. Now we haven’t

tal ked about this yet, but intent is
very difficult to discern because
intent, is nearly always packaged in

hi ghly pal at abl e | anguage. | nean the
pur poses that are affirnmed in the
undertaki ng of a study, are nearly

al ways noble. It’'s a separate question
what the purpose actually is. And so, |
have a tendency to think very hard about
what the |ikely consequences will be of
the study, w thout investing much
credence in the nom nal intent.

| totally agree, which is why I asked
you that question so | think it’s
inportant for us to focus on that.

W' re not going to be able to understand
the intent. W can’'t read people’s

m nds. And so, | think consequence, and
that goes to risk, is a nmuch nore usefu
construct, both. | think we’'re going to

get there after the public conment.

W' re agreed on that.
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Dr. Wi ss.

|1’d like to ensure the commttee that |
do have a day job. But, I'malso
serving on anot her EPA SAB conm ttee
which we started out calling the
Integrated Chris Project. And it’s
there that concerns |ike yours about
ecol ogical effects and econom c issues
i ke cost benefit ratios and all of

t hese ot her issues, have been taken up
in an attenpt to provide for EPA the
kind of a structure that allows it to
deal with many different facets at once.
| don’t think it’s the purview of this
commttee, to expand so far beyond it’s
original intent as to take up those
issues. | think we’'d be better off
sticking to the problem of vol unteer
studies and their ethical inplications,
ot herwi se, instead of one day, we’'ll be
here for several nonths.

That’s well put. Can the commttee
agree to that?

Yes, | think the point was really to
express sort a of how far do we go and |
think we’ve got there.

XK. Dr. MConnell.

Yes, | thought Dr. Gorovitz's
presentation and Nancy’s was j ust

el egant. Absolutely, cut to the quick,
as we say. | think in doing that Sam in
particular, you cut to the nunber one
concern of the agency. At least if the
bullets are in order of inportance,

whi ch may or may not be, but | think
they are, but the very first bullet,
concern of the agency is we want to rely
on data neeting the highest scientific
and et hical standards. The nost
appropriate and the nost reliable
available and in very inportantly to ne,
able to support the nobst accurate
assessnents of potential risk. And I
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t hi nk, you know, that’'s exactly where
you were heading with that. That, you
know, it’s got to be scientifically
credible, ethically credible, and that
it allows the agency to give the public
the best estimate of the potential risks
out there and that’s what this should be
about. And | concur that it’s probably
cl eaner to stick with human vol unt eer
stuff than to get into many of these

ot her issues which will just conplicate
t he day.

Good point. Dr. Portier.

| need a clarification from M. Ml key
bBefore | state ny question. If a
pestici de conpany for a pesticide that
already is approved decides to do a
human testing study, are they mandated
under |aw or under your rules to divul ge
that information to you regardl ess of

t he outcone of the study?

Yes. In brief yes. There' s a provision
that requires the reporting of al
adverse effects and we have interpreted
that as requiring reporting of all these
ki nds of studies. Regardless of

out cone.

Regar dl ess of adversity?
Yes.

| have no comment cause that dealt with
again, the paraneters of where we would
di scuss this.

k. Further comments? |If not, we’'ll
nove forward. OK Dr. Uell and | have
been tal king up here and relating to the
agenda and proceeding forward. First of
all, we want to inquire with the
commttee, their willingness to remain
at the table through lunch to have a
wor ki ng lunch, the lunch served at the
table. WIIl you do that for us? K
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wll submt a docunent, the choices wll
be limted, but the tines vital. But we
will have literally a working |unch

begi nning at 12: 00 noon. M. Dorsey.

W w il of course need to allowtine for
peopl e who need to check out of the
hotel, so we’'ll incorporate that into
your thirty m nutes.

K. So, we will have a break, but a
short one. So we will have served a
lunch at 12: 00 noon. W will continue

t hrough the process of working through
the lunch. We will give you tine to
check out as appropriate.

Anot her nodificationis, | think the
commttee cane here to do business
today. |'’mproud of this conmttee, and
Dr. Uell and | have been tal king just
about the hard work that’s gone on just
before the neeting. And before we get
to the public comment, we thought it
woul d be nost appropriate to invite our
guest fromthe FDA, Dr. Joseph DeCeorge,
to provide us sone briefing on the
policies and acquisition in use of human
testing data at FDA. So we are going to
invite himto cone forward to nmake his
presentation and then we will take a
very short break and then proceed into

t he public coment, have our working
 unch and continue forward to cl osure.

Thank you for the opportunity to cone
here today and speak a little bit about
an area where we have experience where
normal volunteers are exposed to

chem cal s, although clearly they are

i ntended for pharmaceutical use.

Now, |I'’mgoing to focus on primarily
early pharnmaceutical devel opnent because
that’ s probably nore relevant to this
process and the entirety of
pharmaceutical developnment. In ny
presentation, |I'’mgoing to go through
early drug devel opnent process itself,
who’ s responsi bl e for what, what
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gui dances are available to various
partici pants, what kind of data is
actually necessary to all ow the conduct
of these studies, what the purposes of

t hese studies are; both the anima
studi es and the human studi es, and
actually how we do those sel ections.

The Drug Devel opnent Process is really
divided up into three conponents; The
di scovery phase which is entirely in the
hands of industry is then deciding what
is a chemcal that they would like to
pursue as a therapeutic. There is the
devel opnent phase which is really called
devel opnment which is tal ki ng about

i mredi ately before and including human
testing as part of up to the marketing
phase, and then there is the post-

mar keti ng phase. And within the early
non-clinical devel opnent really the

phar maceuti cal conpanies have to rely on
avai | abl e guidance in terns of what
studies are available. They don’t often
conme speak to the Agency at that point.
During clinical devel opnment the first
phase of that, being the first in human
studies, that's actually where they're
pl anning to do those studies. After
they do those first studies, there are
addi tional ani mal studies that we get,
SO we get a recurring event. That is,
we get ani mal data based on gui dance, if
it’s available, allow ng clinical

trials, assumng it’s adequate, nore

ani mal data guiding the second phase of
clinical trials, nore ani mal data,
guiding the latter phases of clinical
trials, and then there’'s a total package
with [ ots of human exposure plus al

that aninmal data and that’s part of the
mar keting process. And that’s the

eval uation of market. So, | just want
to point out that the data we get early
(new tape) ...is, we have limted

regul atory studies which are said, these
are what you need to do before you can
tal k to us about doi ng human studi es.
And I'Il talk about those in a nonent.
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So again, in the discovery process is a,
who' s responsi ble in discovery is
sponsor an investnent risk. |If they
want to spend their noney testing the
pharmaceutical in animls and eval uating
it, that’s their aspect. W don't
really get involved in that. They are
al so responsi ble for the non-clinical
early devel opnent and this is

i mredi ately before comng to the Agency
wi th a package, let say that would
support the clinical trial. They are
responsi bl e for having basically
identified the toxicities and i nport
based on regul at ory gui dance whi ch we
provi de, and al so they have a
stewardship responsibility for the
product. They are going to be
responsi ble for the safety of those

subj ect s.

In first the human studies, at that

time, it is really FDA that eval uates

t hat dat a-set before they go into humans
and states, and we have to sign a form
each of the various disciplines

eval uating the processes; we think it is
reasonably safe to proceed with the
proposed clinical trial, we’ ve eval uated
the clinical trial plan, we’ ve eval uated
t he toxicology data. W’ ve eval uated

t he underlining chem stry information,
and each discipline has to sign that
formfor it to go forward into humans.
We actually are responsible for making
sure that the conmuni cation of the
sponsor of the Study is communicating to
the investigator, is accurate. 1In the

i nvestigator’s brochure, we | ook at the
ani mal data, we nmake sure that all the
risk are identified in those ani nmal
studies are, in fact, comunicated to
the investigator, so they can be aware
of them Additionally, we try to be
sure that that information is

communi cated to the research subjects.

Al t hough, we are not automatically
charged with eval uating infornmed
consent. That is really the function of
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the IRB. So the IRB even eval uates the
i nformed consent, although we can, if we
identify information that we think was
not in the investigator brochure, that
we think is inportant to human risk, we
can insist or demand that that
information be placed in the inforned
consent. Although we didn’'t have any
eval uate that consent formally. Wat we
ask, we can ask for it and receive it,
but that really is the responsibility of
the IRB, as is the ethical conduct of

t hat study, and we’ve heard a | ot of

di scussi on about that today. Now here
are the various guidances that are
avai l able to support or to provide
information to both industry and the
Agency and investigators, about what
studi es, what information needs to be
provi ded. There’'s the code of Federal
Regul ations, (CFR 21, Part 312) speaks
mai nly to new investigational products,
what you need to conduct, it does it
very generally. There are various

gui dances whi ch then el aborate on this.
The gui dance for industry on the content
and format, investigation, new drug
application, INDs for Phase 1, studies
for drugs including well care drugs,

bi ol ogics basically. This is an

el aboration of the safety kinds of
information that needs to be avail abl e
to the Agency before human studies are
conducted. It really elaborates only a
part of the information carried
out/described in the CFR

There is an international docunent.
This is actually what’s called M3 Non-
Clinical Safety Studies for the Conduct
of Human Cinical Trials From
Pharmaceuticals. This is a docunent
that was agreed to by the European
community, by the Japanese authorities,
and by the FDA as a standard for the
type of information that should be
avai |l abl e before adm nistering any
chem cal to humans either for Phase 1
Phase 2, Phase 3, and what ki nds of
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i nformati on shoul d be avail able for
marketing. | think that’s in your

i nformati on package. There is also

anot her docunent on Single Acute Dose
Toxicity Testing which clarifies sone
issues in relation to first time single
dose studies in humans. |1'mgoing to
tal k about that because | think that

al so would be informative to this group
The CFR basically states that they have
to have a clinical plan. That there has
to be adequate infornmation on the

phar macol ogy provided to the Aency, that
was the basis for the decision to test
the product in humans to begin wth.
They have to have a toxicol ogy sumrary
that relates, that is, in the toxicol ogy
packages related to the duration of
human testing is being proposed and the
type of human testing, and who the
subjects are. They are to describe the
phar macol ogy and di sposition; this way
it was put into the Federal Registry
which | think is pretty nuch adm n
basically, if known. It doesn’t have to
be avail able. They have to describe any
human experience. They have to discuss
the IRV involvenent and it al so

descri bes what are the specific aspects
of Cinical Holds, which is the Agency’s
action to say, you cannot test this in
human subj ects under this condition. And
it proscribes for us what those

deci sions nust be based on. And in
Phase 1, it is solely based on safety.

It is whether or not the product is

safe. In |ater phases, it can also be
based on whet her or not the study
objectives will be useful and wll neet

the Agency’s regul atory needs for

i nprovi ng a product.

As | said, in the guidance on the
content format, guidances are sonething
that the industry can | ook at, but they
can chose alternatives. The regulations
are not an alternative, but the

gui dances, they can have alternative
approaches. Basically, this describes
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that in the clinical protocol for Phase
1 studies it really can be an outline,
but they have to provide the detai

about the safety aspects. It says; “You
have to have |limted chem stry
information.” That the pharnmacol ogy and
di stribution kinds of data can be
provided in the sunmary format, that is
the animal data that supports that, and
generally, lacking this information is
not a reason for a Cinical Hold,

al t hough, sonetines that information can
bear in the safety and in that setting
it could be a reason for a dinical

Hol d, not having it. They have to

provi ded an integrated toxicol ogy
summary and provide full tabul ation of
all the aninmal data, so that we can

eval uate it and reach our own

i ndependent concl usi ons about what that
data says. And it also says that we w |
eval uate NON- QA reports before they are
fully finalized but they have to provide
that within 120 days. The |ICH CGui dance
is basically, and this sort of gives the
outline of what the mninmal data set is
for first and human studies. And,
although it allows for patients, we are
talking primarily about healthy

vol unteers, there is a difference of
what those Phase 1 studies may be, say
in Japan, or who nmay be involved in
those studies, and in Europe and in the
United States. And in the United
States, it can include wonen with the

m ni mal data set where as, that is |ess
likely to occur because of the data
necessary in Japan or the data necessary
in Europe. Consider it necessary. But
this an international standard in
general, it says we should have safety
phar macol ogy studi es--those which assess
critical organ function. Those are
separate from toxicol ogy kinds of
studies that | ook at respiratory
functions, neuro-function, and

cardi ovascul ar function. That they
shoul d have sone exposure information
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fromanimals that’s kinetics netabolism
but it is not critical, and is not
expected to be conprehensive at this
very early phase of devel opnent. They
shoul d conduct | ocal powering studies to
the rel evant target sight of

adm nistration. That there should be an
assessnment of Genotoxicity based
primarily on in vitro data at this point
intinme. Looking at mutagenicity and
clastogenicity and that they should have
repeat dose toxicol ogy studi es between 2
and 4 weeks of duration in a rodent and
a non-rodent species. And that’'s pretty
much the data set prior to going into
human. Now t he FDA has published a

gui dance which | nentioned, which is the
Singl e Dose Acute Toxicity Testing for
Pharmaceuticals. |It’s a specific

gui dance about what to do for acute
toxicity testing. And it says prior to
Phase 1, you should have a single dose
study and it should be by the route of
adm ni stration intended, as well as, by
the intravenous route to get a ful

el aboration of the toxicologic
potential, considering you may not
actual ly get absorption by the intended
route in the ani mal species. So that’s
the reason for the two routes. But it
says that you m ght be able to address
this with other data from ot her studies
such as repeat dose studies have you in
fact collected data that can address
that point. | think one of the

i nportant points about this docunent is
that is says that when Single Dose (SD)
studies are used as the primary basis to
support Singl e-Dose studies in humans
for Phase 1, these studies should be,
what we call extended acute. And that
means you nmay dose once in a 24-hour
interval, but you re going to foll ow
through toxicity and then through
reversibility to try and | ook at the
full spectrum But, the point is, that
a Single-Dose study in aninmals and two
speci es can support single dose studies
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in humans wi thout that repeat dose
toxicity testing. Now, what |evel of
doses and what woul d be considered the
safety margin fromthis study versus a
repeat dose study mght differ.

Now we’ |l go to the study objectives.
First, non-clinical objectives are ready
to find the toxicity profile for both
species and just try and get an
under st andi ng of what the toxicol ogical
possibilities are. W do want to
establish in those studies, No Observed
Adverse Effect Level and for
pharmaceuticals what that is defined as,
that effects related to the primary

phar macodynam cs function of the drug
occurring at levels which are not

consi dered adverse are acceptable as a

identification of a NCEL. I'Il give an
exanpl e because it wll nmake it a little
easier. |If you had a drug which is an

anti -coagul ant, and you had a slight
change in the prothumn? tinme, that
woul d be an NOAEL. It would not be NCEL
That coul d be consi dered an adverse
effect in general but because we know
that that is the intended pharnmacol ogy,
we know that that is in fact a | evel
effect which is bel ow that causing
significant biologic prohibition it’s
consi dered an acceptable | evel of event
and that is what we use to define an
NOAEL .

We are trying to determ ne in these
Studi es what types of toxicities should
we be especially alerted to. For
clinical trials, for exanple, if we see
Qr prolongation, changes in the

cardi ovascul ar function, we m ght say
that all subjects in the study need to
halt their nonitoring while
hospitalized. W are trying to identify
if there is an identifiable

rel ationship, a clear relationship

bet ween the exposure to parent conpound
or to a netabolite or to sonething el se
and how that relates to the toxicity and
how t hat crosses of species in terns of
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that relationship. |In other words, is
trying to get, “Are species conparably
respondi ng and what are they conparably
respondi ng to; Dose, exposure,

met abolites, and then trying to use that
to structure our clinical trial. W
sonetimes establish an upper Iimt of
dosing for humans. W are always trying
to establish the upper Iimt for the
first dose level, but we are sonetine
saying with these data,” “you can go no
hi gher than this | evel because of the
nature of the toxicity that’s being
observed.” One m ght not be very
readily nonitored, would be an exanpl e,
such as sone neuro change in say, his
pat hol ogy and the brain. Very difficult
to monitor in a clinical trial. And of
course, we trying to determ ne whet her
or not the toxicity is irreversible, al
those factors go into our consideration
of the first dose for humans.

In the clinical trials, Phase 1, and
1’11 talk mainly about the Nornma

Vol unt eer Study or the Heal thy Vol unteer
Study. The purpose of those studies is
to define what's called tol erance.
That’s the word, tolerability. That

i ncludes defining the safety or toxicity
in human to sone extent. It is trying
to define sone level of toxicity. It is
al so determ ned by availability in the
phar macoki neti c paraneters, and we what
to know about that. Its to identify
doses which will be used in Phase 2
studi es which are generally in patients
to try and establish dose ranges. And
then occasionally, this is used to
identify biomarkers of effect, but
that’s rare, because generally you don’t
have a good surrogate bi omarker for
effect, but sonetinmes you do. Now one
of the things it also tries to do is
these data contribute to our information
about what are the appropriate ani nal
nodel s to do further testing in. How
good are the animal nodels strains and
speci es that have been tested to support
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the initial study in directing us to
potential human toxicities. |If we see
toxicities that are not observed at al
in the animal nodels that we have tested
to date in these clinical trials, we
want to go back and reeval uate what the
animal nodels are, to get a better
handl e on what the potential adverse
effects are.

Now i n Phase 1 studies, they are usually
and this is defined in the CFR as 2280
Heal t hy Subj ects. The study designs
usual ly are Single Dose |evels where a
subj ect receives a single dose |evel, 30
mlligranms, sonething |ike that. There
are 3 to 6 subjects at each dose |eve
and if the first 3 to 6 subjects pass

t hrough wi t hout adverse events being
reported, then the next group gets

anot her hi gher dose level. And there's
this escalation. There's al so a design
wher e individual subjects may actually
get dose escalation. They may get 3 to
6 dose levels, generally three. But
there will be overlapping. The first 2
or 3 subjects will get, say 20, 30, and
50, and they’ll go through that find,
and then anot her group of subjects wll
start out at 30, 50, 60, or sonething
like that. So there are different
designs that can be used. The end
points of this studies are, toxicity is
clinically observabl e kinds of
toxicities, vital function effects,
heart rate, respiration, blood pressure,
t hose ki nds of things, headaches, things
that you can't identify actually in
animal nodels very readily. The limt
dose that’s usually clinical to nonitor
so we mght stop the study at the limt
dose, say, “you have gone up as far as
the ani mal data support that clinical
safety, you can go no hi gher because we
have no way of nonitoring for safety
above this level.” And again,

bi omarkers or PK can al so be end-points.
And these studies are generally as |
said, they may include males and
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femal es, usually they're males. But
they tend to be in-patient studies.

That is, they are in hospitalized
settings or on wards so that they can
nmonitor the subjects for the ful

course, not only just through the first
24-hours, but to however long it takes
to address any longer termeffects that
m ght occur.

Now t he Standard Design Studies for
Phase 1, the Toxicol ogy Studies, in the
Rodent Repeat Dose Studies, and |’

tal k about the nore usual approach which
is the repeat dose approach, is
generally there are 10-20 per sec, per
dose level. They are usually in the
rodent and in a non-rodent it’'s usually
4-6 animals per dose levels. So it’s
not a lot of animals for the Non-Rodent
study. There's usually a control free
dose |l evel for each of the species and a
needed dose to toxicity or to maximm
feasi bl e dose and they should include a
NOEL in that study because otherw se
they’'re going to have to do it over
again to help us pick a starting dose.

A recovery group is often included, it’s
not always included, but if it isit’s
usual ly for the high dose effect, and
there may be separate aninmals which are
assessed, particularly with rodents for
ki netics, because it is difficult to
col l ect sufficient blood sanples from
those animals and have it not effect the
t oxi col ogy. And again, the end point is
toxicity. We include clinica
observations. There's clinical

chem stries, hematol ogy, gross pathol ogy
and hi st opat hol ogy, and the last two are
things that are not part of the clinical
trial, obviously.

Now in practice in terns of selecting
the dose, it varies, in fact, with the
study objective and the subjects that
are allowed in that study, if it is a
study to | ook at PK, then you don’'t have
to have the sanme dose selection to a
particular level. One mght be able to
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get the PK at a very |ow dose level in

t hose human studies to | ook at

nmet abol i sm cl earance, absorption. For
phar macodynam cs, again, if you know
that the dose in humans that is expected
to have the pharmacol ogic effect is much
much | ower then the dose which is
potentially a toxic level, you don’t
have to go as high in that setting
either, so the dose can be nuch | ower.
But, for normal, healthy volunteers, and
tol erance studi es, the usual approach is
to define the toxicity profile and the
NOEL in the both test species, that we
then determ ne what an appropriate dose
metric is for conparison across speci es.
It maybe mlligramper kilogram It may
be mlligramper neter squared. It may
be based on a pharnmacodynam cally
measur ed physiol ogic PK nodel, a |ined
di stribution basis. There are |ots of
different netrics which one can scale
across species to find out the nobst
accurate and use that. Once we have
determ ned what the nost appropriate,
and if we don’'t have a reason for a
particul ar species being nore
appropriate than the other, and it’s the
nost sensitive, if for exanple, we know
that for a class of conmpounds, dogs

al ways exhibits enesis but that is not a
finding in humans ever for that class of
conpounds. It would discount that
effect at the enesis level. W then
take this nost appropriate species or
nost sensitive and determ ne a human
equi val ent dose using that netric to
scal e across species which ever we
determ ned is appropriate. W then | ook
at trying to add safety factors and the
usual is 10 and it can go up or down
fromthat, based on what you have in
terms of additional information. If you
know that the animals often are not
adequately sensitive, then we’'re going
to add a |lot of safety factors. If the
toxicity of concern is not reversible
there’s going to be a larger safety
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margin and, if it is clearly reversible,
if it’s a steep dose response curve,
it’s going to change that safety factor.
So a ot of considerations would go into
what the size of that safety factor is.
But, if everything is on average it
usually turns out to be about 10 I

guess, because that’s the way we count.
This is then applied to the human

equi val ent dose and that predicts the
upper limt of the safety-starting dose.
Now then we will still go back and | ook
at the pharmacodynam c effect |evels and
how those interplay with this upper

dose. If the dose can | owered to achieve
the same goal of the study, it gets

| onered. And of course, we also wll
determ ne an upper |limt dose if that’s
appropriate given the toxicities that
are observed.

Here's sone comments that | have about
Phase 1 Clinical Trials and | think sone
information that m ght be useful. First
of all, it’s always healthy vol unteers
and they have very little personal
benefit other than altruismin terns of
scientific at hel ping the science of the
world. And | say this because for 9 out
of 10 chem cals that go into

devel opnment, two of them die before they
get into humans because the ani nmal
toxicity in those regulatory stages was
too significant and they said we’'re not
going to do this. So we never see
those. But the next 7 or so out of 10
die in various phases of clinical

trials. Phase 2, at the end often or
Phase 3, Phase 2 and 3, but by the end
of Phase 1, three out of those have

al ready dropped out as having no
potential therapeutic benefit. And the
reasons for failure, are that these are
observed toxicity clinically that they

t hought was i nappropriate for the kind
of indication that was going to be used
or, that the potential for toxicity was
I nappropriate because they dosed to a

| evel that they thought was where they
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woul d expect pharnmacodynam ¢ action and
they know that if they go higher or they
anticipate that they go higher, there
will be toxicity and so they don't feel

t hey can continue dose escalation to
effect so that’s a potential toxicity.
That it’'s poor PK. The drug is not
absorbed in humans, it was absorbed in
rats and dogs but not in humans and
therefore, it’s not going to be very
useful. O the PKis very variable

whi ch i s another cause for concern at

| east in pharmaceuticals. And absence of
evi dence of efficacy is sonething that
they only get generally at the tinme of
mar ki ng after those Phase 3 studies, and
things that go that far, about 1 out of
2, make it as a therapeutic. But
there’s a lot of drop out early and a

| ot of chem cals put into hunmans that
never becone drugs as part of drug

devel opnent .

Now, by design, toxicology studies

al nost always identify significant
toxicity. Al nost always can cause sone
irreversible harmin that ani mal nodel
That’s the intention, these products are
all biologically active and so they

al nost all have some significant
toxicity. The non-clinical data,
however, can be used adequately to
support safe initiation of clinical
trials. Qur experience is we're rarely
significant adverse events, they are not
wi thin the range of acceptabl e based on
the ethic conmttee standards, based on
t he FDA standards, based on the sponsor
standards. But, you have to keep in m nd
t hat even though we test, probably by
the time that the devel opnent is

conpl eted, a thousand or so aninmals, or
a few thousand animal s, and several

t housands of human subjects, we often
don’t identify all the toxicities until
you get into the market setting because
you’'re not going to see, for exanple, in
a clinical developnment plan, if the

i nci dence of an adverse event is 1 in
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10, 000, you have no hope of seeing it in
the clinical trial database, and if you
do see it, it will be probably dism ssed
as a spurious finding, because it’s one
out of 5,000 subjects. So, |I think that
even when you conpl ete the devel opnent

pl an, there are still toxicities that
are potentially adversed to human

subj ects that nmaybe unacceptable in
terms of broad use, and we detect this
hopeful |y through adverse of that
reporting. Thank you.
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Thank you Dr. DeCGeorge. Any points of
clarification? Dr. MConnell.

Yeah, Dr. DeCeorge, | want to conpli nent
you on that presentation. | think it’s
extrenely inportant for the panel to
have that background, nunber one.

Nunber two, it’s unfortunate we didn't
have that at our first neeting, because
| think it puts a lot of this into
context. | have a couple specific
guestions. In ny having reviewed data
for the FDA, and reviewed data for

phar maceuti cal conpani es, ani mal dat a,
to present to the FDA, and simlarly
having revi ewed data submtted to the
EPA for pesticide registrations, | think
it’s inportant for the conmmttee to know
that there's probably a factor of at

| east two maybe three tinmes as nuch
animal data for registration of a
pesticide then there is before that
particul ar pharnmaceutical goes into
Phase 1, Cinical Trial. After the
whole thing is finished, it may be
conparabl e, but at |east into Phase 1.
Second, | guess this is a question. Is
food additives, are they treated
differently then pharmaceutical s?

| can’t speak for that for the Center
for Foods, but actually they are. They
follow nore, | would say the EPA
paradi gm for types of data and

eval uation of that data.

That was ny assunption. But anyhow, and
final question is, do you treat data
differently that’s generated in Europe
or Japan fromthat generated in the
United States?

No. In fact, that’'s part of the whole
reason for the I CH Conference on
Armati zation?. That was to make sure
that the data, the types of study
designs, and the supporting data
generated in any region would be
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acceptable for use in the other regions,
i ncl udi ng human dat a.

Just a followup on that question. 1Is
that a change in policy or HAS FDA, for
many years, accepted data generated on
an international basis?

We have accepted it generally. Many
phar maceuti cal conpani es are gl obal
conpani es and in fact, have done often
both their pre-clinical and early
clinical trials in Europeans in fact, or
in Japan, and we sonetinme don’'t get any
U S. base data sets to eval uate.

Dr. Portier.

Yes, |'ll echo Dr. McConnell’s comments
about the clarity of your talk. Thank
you very nmuch. A couple of questions
though. 1’11 buy your ethical argunent
for the volunteers about altruism but I
want to ask a couple of questions about
the altruismargunent. First of all,
would it be a general rule that in nost
cases, the individuals who are being
tested in the Phase 1 Trial, are of the
sane group that is likely to be tested
for whatever disease endpoint this drug
is intended to study?

| guess | don’t know exactly how to
answer that. | will say that in fact,
screeni ng out of subjects, in terns of
limting certain people who can
participate as Phase 1 subjects, often
means screening out those who have that
di sease. For exanple, we would not all ow
in a Phase 1 study, in normal

vol unt eers, sonebody coul d be consi dered
normal woul d have asthma but for
certainly the participation of Phase 1
study to treat asthma, those subjects
are generally ruled out fromthe patient
popul ation, fromthat study popul ation.
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Let me reclarify then. Does the study
popul ati on have the potential to get the
di sease, as a general rule?

W have to acknow edge that we all have
the possibility of getting various
di seases. So yes.

So the altruismargunment in this case,
could also be to sone degree, personal?

| suppose that it could be personal in a
sense that if you are worried about the
potential for disease and you think that
this is a potential therapeutic that in
fact, you mght say, well | do that.

But recognize that only 1 out of 10
actual ly becones a therapeutic.

The second has to do with the
justification for the sanple sizes in
the Phase 1 trial. Are there guidelines
whi ch clearly define how you justify the
sanpl e sizes?

Non-clinical or clinical?
Cinical.

The clinical ones, are actually I
sighted fromthe Code of Federa

Regul ations; that’'s the defined Phase 1
design. And they can deviate fromthat,
but clearly there’s an intent to try to
get early information such that you can
get to the nore definitive kinds of
studi es about efficacy or effectiveness
totry to nove fromthose studies where
subj ects have very little persona
benefit, to those where the subjects may
actually gain sone benefits.

But are there no clear discussions of
power, sanple size, efficiency and
estimati on i ssues associ ated with what
you would clearly do in a clinical Phase
2 or Phase 3 study?
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| can’t speak to that but as | said,

t hose cane from our Code of Federa
Regul ations. | assuned that those are
based on when they wote those it nust
have been based on sone particul ar
desire to have a certain size effect
bei ng identified.

Dr. Fiedler

| just want to followup wth what Chris
was asking about. Just a point of
clarification. 1t sounds to nme |ike,

ot her than people being healthy for the
Phase 1 Cinical Trials, you don't exert
any gui delines or recommendations for
the kind of subjects, in terns of
generalizability. W do allow wonen and
men, but beyond that in terns of
representation of various ethic groups
or a concern for generalizability or a
sensitivity, for exanple, different
denogr aphi cs i ncludi ng wei ght, for
exanpl e, which may effect netabolism of
drugs. That you don’t make those
recommendati ons or exert those kinds of
gui del i nes.

| think those conme out based on an

i ndi vi dual protocol analyses in relation
to what the potential disease popul ation
woul d be. | should point out that we
actually received sone pharmaceutical s
for investigation where they don’t even
come in with a therapeutic intent. They
conme in with a pharmacol ogic class. So
we may not know that, but if we knew
there was sone inpact, we’'d like to see
sone ot her broader subjects in there,

but with 20-80 subjects, that’s not the
intent of these studies to define. Even
if you had all the ethic classes and al
the mx in there, the ability to detect
a signal as specific for those woul d be
very limted.

Dr. Kahn.
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Just a followup on the altruismor the
notivation question. Mst of the
subjects in a Phase 1 trial are paid.
Conmpensated for their participation. |Is
that a fair statenent?

| believe that's true.

And |l et me ask you, you said nost Phase
1 trial participants are healthy
subj ects, healthy volunteers?

Thanks correct.

But not all, obviously by that

statenent. So, are there certain

cl asses of conpounds in which healthy
volunteers are not allowed to
participate? O, could you say sonething
about the classes of conpounds where
there are not healthy subjects and why
that’s the case?

| can say that healthy patients of

phar maceutical conpanies are allowed to
include patients in Phase 1 Studies. It
depends on, again, the endpoi nts on what
they’'re trying to achieve, so they are
al l owed, nunmber 1. It’s rare, because
it’s a belief that the disease
conplicates the decision to detect the
toxicity in small sanple sizes. So,
that’s one reason why they’ re generally
not included. There are sone areas
where the therapeutic intent, the first
study in humans actually, to sone degree
a therapeutic intent trail, and this

m ght be in cancer subjects getting
sitatoxic therapy. W don't use the
sanme starting criteria, for exanple, on
t hose subjects, instead of using sone
factor of a NOEL, we m ght actually for
a sitatoxic agent, we would dose the
first human subjects at sonething on the
order of one-tenth of a lethal dose in
the animals. So, clearly, if youre
going to be using that high a dose

| evel, you want to be sure that person
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has a potential for getting benefit. So
for oncol ogy drugs, when your talKking
about sitatoxics, you' re often involving
i n-stage cancer patients who exhausted
their therapeutic option. And so
they’'re going into this with sonething
that’s both altrui smand hope for the
future.

And heal t hy subj ects woul d be excl uded
because the risk is deened too great?

In that sense, we know fromthe class of
conpounds that the severity of the
toxicity is going to be achieved at
those |l evels or the potential for |ong-
termtoxicity, such as carcinogenesis is
to great a risk to actually subject to
nor mal vol unt eers.

Further points of clarification? Dr.
DeCGeor ge, thank you very nmuch and for
just a well thought-out presentation to

the panel. It’s a couple mnutes before
11: 00 aam Dr. Uell, we’ve tal ked
about a break. | think there’s an

agreenent that we need a break. W wll
proposed a 10-m nute break and we w ||
start precisely at 10 mnutes after
11:00. And | think Dr. Uell want’s to
di scuss quickly the paranmeters for the
public presentation period, which

think will be inportant as we will start
our working lunch at 12 noon sharp. Dr.
Uell.

Yes. Just in terns of procedures, we'd
like to limt the oral presentation to 5
mnutes if they go over 7, we won't have
time for any questions, but we’'re going
totry and stick to the tine-table we
have avail abl e. Presumably everyone has
witten coments that will available for
the panel as well. So we’'ll conme back
at 11:10 and nove forward with the
public comments.
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Re- assenbl e and proceed. Can | ask the
commttee nenbers to please take their
chairs. W're still mssing a few
commttee people. O, we’'ll go ahead
and 1"mgoing to ask Dr. Wlinga to
initiate the public comment. Again,
we're going to ask you to stick with 5
mnutes and if 7, we will bring it to
closure. |Is there anyone el se on behal f
of NRDC? &k, well, that was within the
time limts. M. Kenneth Cook, on
behal f of the Environnmental Working
Goup. And if you have witten
coments, please provide themto staff
and for circulation.

Thank you for this opportunity to
present public comrents. 1’|l be brief
and focus on a few key issues. A year
ago, July, the Environnental Wbrking

G oup published a report that attenpted
to rise questions about the use of human
subj ect data in the context of pesticide
policy making. At that point, we

concl uded that the Food Quality
Protection Act, had inadvertently
created a pretty strong incentive for
pesticide conpanies to increase their
efforts to conduct human studi es and
submt the data for purposes of
pesticide regulation. Pretty much as
laid out in the EPA Staff Paper, that
was presented for this second neeting of
the panel. W also commented at the
time, in sonme detail, that we felt there
was very little guidance, if any, that
EPA was follow ng through which they
could think critically about the quality
both scientifically and ethically of

t hese studies and were in fact,
accepting a nunber of themor seened to
have, in our mnd, accepted a nunber of
them over the years fairly uncritically
with respect to this science and ethics.
Today | want to focus on just a few main
i ssues that | think bear sone

el aboration based on the EPA Staff Paper
and what you’ ve been tal ki ng about so
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far this norning. First, with respect
to the Food Quality Protection Act, one
m ght get the inpression, | think this
was i nadvertent, but you m ght get the

i npression fromthe EPA Staff Paper and
fromthe discussion that there has been,
as a result of FQPA, there have been a
nunber of instances or it’s likely that
there will be instances, where an
additional 10-fold safety factor wll be
applied to the traditional 10-fold, and
10-fold safety factors that have been in
pl ace before the law. But in fact, it
has been very rare that EPA has applied
this additional 10-fold safety factor in
the deliberations it’s taken so far in

i ndi vidual chem cals. And what that
means is, if there is a policy that
noves forward that would result in
effect, in elimnating or significantly
reducing the intra-species safety
factor, you mght actually have in the

i npl ementation of the Food Quality
Protection Act, as the agency has

i nplenented it, you mght actually have
a |lower safety margin than you had
before the | aw was enacted. So it’s not
just a sinple trade-off of the FQPA,
children’s uncertainty factor, versus
the intra-species. W'’ve actually seen
in nost cases the agency not inposing a
10-fold safety factor. Oten having no
safety factor or a 3-fold safety factor.
A second issue related to this point is
that, there have been very few fina

deci sion on an pesticides in this class
and certainly in the categories for

whi ch studi es have been submtted that
are listed at the back of this staff
report. So there has been, in only a
very narrow sense, a noratorium of any
kind. In fact, the Agency is continuing
to accept, read, and review these
studies in the course of their

exam nation of the full set of data. So
that is taking place and has been taking
place. | want to focus a mnute or so
on the question of benefits. Because |
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think this is a matter that’'s cruci al
and di stingui shes pesticides from
pharmaceuticals. At the obvious |evel,
the people who are in the trials, as Dr.
Portier said, was able to determ ne from
the back and forth, are people who

m ght, |ike any person, conme down with
sone of these diseases. And so, one
woul d think that it would be an

i nportant distinction to nake, that with
respect to pesticides, the point at

whi ch soneone has adm ni stered the dose
is alnost always involuntary. Fewer
taking a drug that has gone through
clinical trials and has been approved by
t he Food and Drug Adm nistration, and
where the risks are accepted at the
ethical |evel during the course of
review, the patient gets a chance to
make the sanme decision when they're
deci di ng whether or not to take a drug
that’s reconmended by their physician.
They volunteer to take that drug.

That’ s not the case al nbst ever with
pestici de exposure for food or
occupational ly.

You have one m nute.

The chem cals we’'re tal king about, by
and | arge, are older chemcals. The
guestion of benefits is therefore pretty
conplicated. Because there are a nunber
of instances where, if by accepting
human studies, a pesticide is allowed to
be continued to be used or in fact used
at greater levels in food, you m ght
actually by approving a pesticide on the
basis of a human study, bl ock the

i ntroduction of an even safer conpound
down the road. This is the crucial fact
of pesticide regulation. And finally,

t he question of benefits. It seens to
me, in the absence of themfrom
pesticides, very much conpounds the
guestion of what notivates people to
participate in these studies. The study
that was submtted for chlorpyrifos?,
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for exanple, is a good exanple. This is
the web page fromthe | ab that presented
the study for chlorpyrifos. 1’ve
submtted this to the coomttee and want
to ask you to take a look at it. No
benefits, and the MDS Harris |ab
advertises by saying earn extra noney
and you call the phone nunber 474-PAYS.

| woul d suggest that there’'s an industry
here, in the waiting, that is prepared
to take advantage of and perhaps create
a whole set of risks that are

i nappropriate for pesticides that m ght
be accepted for pharmaceuti cal s.

Thank you. W’'re going to need to nove

on. M. Edward Gay, Vice President of
Jel l'inek, Schwartz and Connolly.
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Good norni ng everyone and thank you for
the opportunity to be here. | have

di stributed through the secretary, a
copy of ny tal king points which you
shoul d all have I think by now or |
guess maybe you're just getting them
woul d warn you that there’'s seens to be
sone extra pages that crept onto the
back side of it through the hijix of our
xerox machine. W’ ve apparently copied
sone of the things twice. You can tear

t he back part away. Qur conpany
represents pesticide manufacturers, and
|’ve done a fair a ot of work over the
| ast several years, working on

chol i nesterase regul ation issues with
sonme of our clients. One of whom

Chem NOVA has sponsored one of these
studies, it hasn’'t been submtted yet,

it will be soon. W have submtted the
protocol to this Commttee in the ACPA
subm ssion. Attached to ny coments is
a letter fromlnverss which is, as we
noted early, a conpany that did nost of
these recent studies. Wich lays out in
a descriptive brief way, why these
things are alike and sone reasons why
they are different fromthe Phase 1
studies for investigational new drugs
that were just tal ked about by the FDA
representative. Basically, these
studies are a kinder, gentler, Phase 1
study. They are designed not to explore
the high levels that m ght show frank
adverse effects, but rather to find a

| evel where biomarkers are first

noticed. | wanted in ny paper to nake
three or four points that would give
sonme nore context, mainly historical, to
this panel’s debate. EPA's presentation
basically starts out in the m ddle of
1998, when they suddenly realized they
had an issue with pesticide ethics. But
they really haven't explored the
background whi ch goes all the way back
at least to 1972 when Congress enacted a
provision in FIFRA that expressly says
that it’s unlawful to conduct human
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testing unless there’s infornmed consent.
And if you look at the Cormittee debate,
you will see that they clearly recognize
the benefits of pesticide testing in
humans as well as the downsize in the
END OF SIDE 1.

(TAPE 2)....Adapted the Common Rul e
regardi ng human testing. At that tine,
t hey decided not to apply it to testing
done by people that are seeking Agency
approval for things |Iike pesticides.
This contrast with the way FDA
approached life where they apply the
same Common Rule to all things for

i nstances, food additive application,
col or additives, and |ike, even though
they’re not drugs and even though FDA
doesn’t go through a review process
prior to the testing. | personally

thi nk that the Agency shoul d adopt
rules, nmuch like the FDA's. It woul dn’t

be bothering ne personally at all, if
t hey adopted sone sort of pre-screening
approach and had guidelines. | think if

t hey had done that 10 years ago or 8
years ago, we'd all be in much better
shape right now | also think we should
remenber that there has been a | ong

hi story of EPA favoring human testing
and particularly wi th neurotoxicants and
particularly with cholinesterase
inhibitors. M paper shows that the

gui delines for neurotoxicity risk
assessnment that were finalized in 1998
and published for a noticing comment in
1995, expressly recogni zed the val ue and
ethical ability to gain human testing
data from neurotoxi cants that have
short-termreversible effects. And

anot her docunent that’s inportant to

| ook at is the OPP CGuidance, it’'s now a
sci ence policy docunent, regarding

chol i nest erase inhibition, which nmakes
it clear that when avail abl e human data
are equivalent to the avail abl e ani mal
data, the human data shoul d take
precedence. These are all things that |
don’t think have been di scussed, but |
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think are extrenely relevant to your
debat e.

Tome it’s a little bit ironic that
we're here talking for the first tine
about the need for a policy and about
you know, how on earth could we ever use
human testing in connection with
pesticide regulations. The previous
speaker made it clear, he published a
report in 1998. EPA instantly

recogni zed that this was a big politica
i ssue and instantly was shocked to find
out this was going on and this panel was
appoi nted and here we are. W know why
sone peopl e oppose the registration of

t hese kinds of pesticides. But we also
know, that is an issue that should not
bear at all on your consideration on
what is good science and what is good

et hi cs.

And finally 1'd like to talk a little

bit about nunbers and test power. |I'm
no statistician and I'mnot here to talk
about fornul as. |"mhere to tal k about

what do we use if there aren’t human
data? and how many aninals are in those
ani mal studies that we would use? |
went and read the guidelines that were

publ i shed in 1998 by OPPTS. | found
that there were 30 studies that use
animals, toxicity studies, and | laid

out here a table of the nunbers.
Thirteen of those study types required
five or fewer aninmals per test group.
Anot her ni ne of those study types
require 6-10 animals. Six nore require
up to 20. Then there are two that

require 30 or 50 respectively. | think
fromwhat little |I know about power
anal yses, | think the sanme kinds of

formul as woul d apply whether you' re
tal ki ng about testing people or rats or
rabbits. And it seens to ne that we
shoul d recogni ze that under EPA s Wi ght
of Evidence Approaches, it’s not any
single study that determ nes safety.
It’s the conbi ned weight of all the
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studi es, and when we | ook at pesticides
with all these 30 different kinds of
studi es, we have an awful | ot of
infornmation that can be | ooked at.
Thank you very nuch.

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814
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Thank you. Qur next speaker Dr.

Angel ena Duggan, Director of Science
Policy for the American Crop Protection
Association, will be substituting for

M . Agroonf.

Good norning, thank you. 1'd like to

t hank EPA and the panel for the
opportunity of representing the ACPA
menber conpani es at these deli berations.
This is a very serious issue that we’ve
undertaken and nenber conpani es have
been concerned about sone of the
information that was forthcomng in the
wake of all of these discussions and we
hope that at |east sone of the comments
that I wll nmake today and, Dr. Brent,
followng, will clear up sone of the

m sconceptions. First of all, I'd like
to make the point that these issues that
we’' re di scussing are not unique to
pesticides. Wanting to bring us back to
sone of the excellent coments nade by
Dr. DeGeorge. |In particular, he had
said a lot of chemcals are put into
human test that never becone a drug.

And what we’re tal king about here are
chem cal substances, not the intended
use of the product, and the testing that
we are considering today nust be nade

t he consi derations on the basis of the
validity, the ethics, and the safety
assessnment that the value of those data
will provide to us. Pesticides do
benefit society and I'll have nore to
say about that and these benefits are
conpar abl e to pharmaceuti cal drugs.

Vol unteer testing, | don't want to

bel abor that. | think we all know the
type of information that we can gain
fromthis type of evaluations, but other
then to say, that this information
cannot be replaced or conjectured in
many cases from animal data. Vol unteer
studi es are conducted according to
ethical and scientific standards. Ed
Gray had made a point that FIFRA we
woul d not be in conpliance of FIFRA if
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we did not conduct our studies according
to the volunteer and infornmed consent
mandates. These studies are done at

| aboratories that have a long history, a
| ot of respectability in this area. The
fact that they are off shore is
irrelevant to the situation. These

| aboratories can ensure that these
ethics and scientific standards are

mai ntained. And I’'Il have sonething to
say in alittle bit nore detail about
FQPA standards. The sane products that
are used in crop protection to provide
the bountiful food supply that we’ ve, in
many cases cone to take for granted or
right as Americans, certainly, these are
the same products that benefit us in
public health. They are just as useful
in controlling di seases and preventing
it and certainly insect vectors. Bubonic
Pl ague would still be with us if we
couldn’t squash it down very quickly and
it does show up. W've only to read the
newspapers, the recent occurrences in
New York, the scares over Encephalitis
sweepi ng through the popul ati on and the
product that was used is one of the
products, an older product that is
particularly under fire. So these
conpounds do have their uses and
benefits and we cannot over | ook that.
The EPA and international authorities

i ke the JMPR have | onged recogni zed t he
val ue of providing information that
clears up defaults and uncertainty
factors and replacing these with nore
rel evant data. Addressing inter-species
val uability does not nullify intra-
species protection. The 10X intra-
speci es uncertainty factor is retained
in establishing the reference dose. It
has been retai ned pre- and post - FQPA
The human vol unteer data, when
submtted, is not the trunp card. It
does not automatically nullify inter-
species valuability. The studies stil
needs to be reviewed by EPA, and the EPA
has al ways has and still has, the
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opportunity to apply the extra 10X
safety factor if it is warranted. 1[|'d
also like to say that in speaking for
our industry, we are a heavily regul ated
i ndustry. We operate as all industries
do, to maintain the public trust. This
i nvol ves not only obligations to our
custoners, consuners, and farmers, it

al so involves obligations to our

shar ehol ders, stock holders. And in
providing the trust that our products
can be used safely. They need to be
revi ewed extensively by the regulatory
authorities. And in this regard, we
seek to provide EPA with the best data.
FQPA has afforded the opportunity to

| ook at the information that we had
about our particular chemcals to
under st and where we had gaps, to
under st and where we should do things
better. The fact that there have been,
as sone woul d describe, a plethora of
human studi es, although that is not
entirely true, | think it’s in a
category of less than 10 as a result of
this |l egislation, has not neant that
registrants are seeking to get around
sonet hing. They are seeking to provide
information for EPA to nmake a better
decision, a nore informed decision about
their products. In sonme cases, they
have repl aced ol d studi es because these
studies certainly did not nmeasure up to
current scientific standards and in sone
cases, these did involve new
information. |[|f the registrant has
undertaken the judicious testing of

t hese volunteers, then we believe it is
appropriate and it does benefit the
regul atory process. And if the

regi strant does submt these datas to
EPA, EPA shoul d consi der these studies
in the weight of evidence for risk
assessnment to inprove the regul atory
process. Thank you.

Thank you very nuch. Qur next speaker
is Dr. Stanley Berent, Director of the
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Neuro Psychol ogy Division at the
Uni versity of M chigan, Medical School.

Thank you. Together with ny coll eague
Dr. JimAl bers, who's nane is al so on
that slide, we co-direct a

neur obehavi oral toxicol ogy program at
the University of Mchigan and so ny
comments will also be speaking for him
as well. | was asked to cone here today
by the American Crop Protection
Association to speak, and |I'’m pleased to
do that and appreciative to the
commttee or the panel for allow ng ne
to address them M own background

i ncludes a history of studies of

chem cals that are intended for a
variety of uses, nedicinal as well as
ot her uses. |’'ve been funded for
research by industry as well as

gover nnent agencies and | teach rel evant
met hodol ogi es and content courses in
addition to history of serving as
consul tant to various groups, including
i ndustry and governnent. Publishing in
rel evant areas, and perhaps nobst
inportantly to nmy comments today, |’ve
been invol ved extensively in review
processes includi ng i ndependent review
boards and consensus panels, again for

i nstitutions, agencies, governnent, and
private industry. Because of tinme, |I’'m
going restrict nmy cooments to relate to
basically what is a sinple underlying

i dea. Wat we’'re tal king about, |

t hi nk, or what the panel is considering
are bionmedi cal evaluations and |
consider themto be bionedical

eval uations regardl ess of the intended
use. And | think the idea of
considering the use or the ultinmate

pur pose for research should be
approached cautiously, in ternms of

eval uating the worth of a project,
because it can lead to a disruption of
our usual standards for eval uating such
research. Testing of any chem ca

subst ance nmust conply with rigorous and
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ethical and scientific standards. And
so doing, | would Iike to encourage the
buil ding on the history of reviewin

bi onedi cal research to ensure that human
studi es recei ve peer, specialty, |egal,
and community oversight. A keystone in
t hat process has been the I ndependent
Revi ew Board which allows for peer
review, it allows for representativeness
of science, specialty, philosophy,
ethics, |egal considerations, and
perhaps inportantly, the community.

That review concerns appropriate
scientific design where it potentially

I npi nges upon subject safety. It |ooks
at all of the kinds of issues that have
been tal ked about by the Commttee the

i nformed consent of vol unteers,

i ncluding the idea of the |evel of
possi bl e coercion that’s involved. The
i dea of how nmuch is paid to a subject to
partici pate, whether that is coercive or
it is not coercive, and even the kind of
advertising content that goes to the
public to seek volunteers. And
inportantly, it includes other aspects
of ethical soundness. Criticisns have
been | evel ed at the | RB process, but
these criticisnms should be | ooked at as
a process to notivate actions to inprove
the process, not as an invitation to

di srupt or disband the process. It’'s
still a good process and | think it
should apply to all human research
designs. An alternative to rely solely
on regulation as an alternative to an

| RB or peer review process, seens to ne
to be a slippery slope. One that
invites a few to deci de what m ght be
best for the nost and takes it out of

t he hands of science and puts into the
hands of regulatory bodies in a way that
destroys the bal ance, that | think has
exi sted and evol ved over tine. There
are perhaps nore commonal ti es between
eval uations of chem cal substances

i ntended for nedicinal use and those

i ntended for other uses then there are
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differences. And differences in the
study purpose did not inply differences
i n underlying nethodol ogy. Regulatory
requi renents often drives sone of these
differences and may influence the

pur pose of the research, but the
under | yi ng nmet hodol ogy shoul d be based
in science, and the kinds of reviews
applied to that science should be the
sanme in both instances. The idea that
money drives a study and therefore it is
bad, seens to ne, to be somewhat an
unrealistic consideration considering
that we live in a capitalistic society,
we |ive in one where noney drives many
things, and in fact, as regulators we
often use that incentive to encourage
research to be done in one area or

anot her. And whether or not one
bel i eves phil osophically that that’s a
good or a bad notive, should not enter
into the review of whether a study is a
sound one, an ethical one froma
scientific perspective. The idea of
different ethics for different purposes
of studies is unfounded, and | believe
unwi se and can lead to bias rather than
to objectivity in evaluating research

| f one purpose is good and another is
bad, it |loses site of the nethodol ogy

i npl ored and whether it is good or |ess
t han good net hodol ogy. The overal

obj ective, regardl ess of whether or not
of the purpose of the study, is to be
able to establish the safety of a

chem cal substances. Perhaps the nost
inportant itemhere is that results
create know edge to benefit society, not
the individual volunteers who are taking
part in the study. The i ndividual
volunteers may be driven by a variety of
notives including that they are going to
be paid or that they are going to have a
sense of having been altruistic by
participating. But the makers and users
of all chem cal substances that enpl oy
human use, should have an obligation to
scientifically denonstrate that the
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1 substance does what it is intended to
2 do. That they establish the [imts on
3 safe use for such a substance. And the
4 research that is done provides a

5 scientific basis for doing |ater cost

6 benefit analyses. | believe that the
7 best way to acconplish this is via

8 science and via the standards proven

9 met hods for evaluating the safety and
10 et hi cal considerations of that science.
11 Thank you.

12

13 DR, UTELL: Thank you very nmuch for your comments.
14 Qur next speaker is Dr. Daniel Byrd on
15 behal f of CTRAPS, is that correct?

16
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Dr. Kendall and Dr. Utell and nenbers of
the Conmttee, thank you for the
opportunity to nmake public coments. |
spoke to you at the previous neeting.
VWhat 1"mgoing to say today is a brief
extension of that and |’ ve prepared
witten comrents for you which you may
read at your leisure or not as you w sh.
| Iike the franmework the Commttee is
comng up with, it doesn't differ from
the framework that | amuse to enpl oying
or that |’ve seen for exanple enpl oyed
inclinical trials of anticancer drugs
in an earlier incarnation of ny life. |
don’t quite understand what el se you can
do. Wat concerns ne. The puzzle for
me, is the specifics of the exanples
that | hear discussed. The risks of
testing an organophosphate insecticide
in a human safety study are risks of

i nterviews which nobody has dealt with
so far. Risks of taking urine sanples,
ri sk of blood sanples, unanticipated
effects, and nost prom nently,

m sappl i cation of dose, either a dose

m scal cul ation or m sadm nistration in
sone way. These are real risks. No one
is trying to say that the subject

popul ati on has no risk. Wen you

bal ance that, the Conmttee has

di scussed the in-admssibility of
financial gain for agriculture or for

t he pesticide manufacturers. | agree
wth the Commttee about that. Rather
than calling it risk benefit bal ancing,
in fact, | refer to it as a risk, risk
bal ancing. The risk is the risk to the
popul ati on of people consum ng foods.
And so you have to look at, | think in
sone detail, the risk to the study

subj ects, balanced with the risk of
unavailability or di mnished use of the
pesticide for people consum ng foods,
and the food supply is a public health
consideration. W |ook at sonme data

whi ch is avail abl e through USDA and the
Food Stanmp program You can show in the
Food Stanp Programthat restrictions in
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the availability of food stanps directly
|l ead to increased adm ssions to
energency roons of people in diabetic
crisis. Those people are al npost
entirely fornmer food stanp recipients.
So there are risks of dimnished food
supply. There is such a thing as the
safety of the food supply. There is such
athing is the availability of the food
supply, and that broad social benefit or
absence of risk, it seens to ne, is the

appropriate balance point. | have yet
to hear it brought up in the Commttee’s
di scussions. It remains a puzzle and

because it’s not getting down to
specifics there’'s a puzzle behind that,
that’s the one that troubles ne the
nost. It seems to nme when Congress sets
up a pesticide registration process, or
Congress sets up a food additive process
through FDA, it inplicitly recognizes
that there’s a benefit to society of

t hese products. O herw se, why have
then? Wy not say, no pesticides? The
republic will survive the absence of
pesticides, believe ne, so there is a
recognition of a general benefit, and I
think part of the difficulty here is
that no one pesticide with maybe one or
two exceptions, can bear a very detailed
anal ysis of the benefits of an inproved
food supply. Now, until you take al

t he organophosphates off the table, and
then | ook at the social consequences of
t hat maneuver, you have trouble
justifying a human trial for any one
pesticide. Furthernore, your task is
even nore conplex than that, it’'s a
differential task. Wuat's it like with
the availability of human data versus
animal data only? Sonetines there’'s a
decrease, sonetines there’'s an increase.
I n our experience, which is over a
limted nunber of pesticides what you
allow into the food supply when you do
human testing is an increase of about 2
to 3-fold. Not an increase of 10-fold.
But that’s based on a very limted
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nunber of sanples, it alnobst an
antidotal observation. Surely it’s not
10-fold. So you know, the task for you
all if you want apply the logic is, how
much increased public health benefit do
we have for the broad popul ati on of 260
mllion food consuners because of this
difference in allowable tol erance that
relates to the difference between human
and animal testing. | think nost of the
m nor or ganophosphates, you nust sinply
coul d not generate the data for that.
So the fact that there’'s not a

di scussion on the table--1 nmean maybe

| mwong, maybe you' Il disagree with ne
about sort of, what the appropriate

bal ance point is. But if you agree
that’ s the appropriate bal ance point,
how do you nove beyond that to the

probl em availability of data? Thank
you.

Thank you very much. Qur final speaker,
public comment to this norning is Dr.
Janmes WIson on behal f of Resources for
t he Future.

Thank you. | amJimWIlson. | am
senior fellow at Resources for the
Future. | do not represent Resources

for the Future, we’'re a bunch of

cant ankerous scholars and we speak only
for ourselves. | amhere. M trave
this week was underwitten by NOVARTI S
so | could conme to this and a coupl e of
ot her neetings, but | don’t represent
NOVARTI S either. | don't think they
woul d i ke what |1’ m about to say. |[|’ve
only recently begun to | ook at the

met hods used to--1"msorry prefatory
remark. | want to raise a thought with
you about the difference between the
past and future. Wat it sounds |ike,
fromlistening this norning, is that you
are nostly concerned wi th devel opi ng
gui dance for how studies are to be
conducted. From henceforth, even if
henceforth is defined as perhaps the

83




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

m ddl e of 1998, after all, if

ar cheol ogi st can decide that 1950 is the
present, EPA can go back some point in
time. It seens to ne, the Agency m ght
appreci ate sonme of your thinking on the
subj ect of, what do we do about studies
t hat were conducted nany years ago
before 1970, perhaps even back to the
begi nning of the century because
certainly, sone of those are stil

useful today. | only recently becane
interested in the problem of analyzing
risk, of things |like these

or ganophosphat es pestici des and | ooked
at sone of the docunents that the Agency
has produced. And frankly, | am
appal | ed because the anal yses don’t
provide the information certainly that
l"minterested in. | think the public
as a whole, is interested in, and |
woul d hope that the policy makers within
the Agency would |i ke to know as wel|.
W’'re faced with things that disappear
fromthe body relatively quickly that
are probably eaten nostly every day or
certainly frequently there are other
exposures as well and the exposures are
not relatively constant in day-to-day
terms. Sonetinmes we get a little and
sonetinmes we get a lot. And the problem
to anal yze, the problemthat the Agency
has to face in deciding what’s safe, is
what’'s the probability that say, eating
one potato froma lot, that itself on
average neets the tolerance, what’s the
probability that a single hot potato
exists and you'll eat it and be poi soned
t hereby? And the way the data are

anal yzed now don’t do anything to give
us that information. The nethods that
are used rely on a deep assunption and
they conme fromdata that are built on
the assunption that the day-to-day
change in intake is small. And it’s
very difficult to take these NCEL based
Ref erence Dose Nunmbers and say anyt hi ng
about the probability that somebody w |
be harmed given an overall distribution
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of stuff in the food supply that may
contain spikes, may contain advert
value. Now in fact, at |least in sone

i nstances, we can nake reasonabl e
estimates of that probability. The
Center for D sease Control has
undertaken studies of elimnation of a
nunber of the conmmon or ganophosphate
pestici de and we can show t he
distribution of what is a reasonabl e
representation of the intake of the
pesticide and it’s netabolic products
day- by-day and get a distribution of
what is the apparent intake of these
things in the population. And we can
conpare that with a distribution that
can be constructed in principle that
relates the percentage of the human
popul ati on that exhibits sone
physi ol ogi ¢ change that we want to use
as a marker, say at 20 percent reduction
in blood cholinesterase. W can do that
based mainly on the studies in aninals
that allow one to be able to allow a
relation to that physiologic change to
some harm But we require the human
studies to calibrate the animals. W
require the human studies to go from one
to other. And since many of these
studies data are fromthe past, for the
Agency and for the industry to be able
to address this central problem of
toxicity of organophosphate insecticide,
we need to able to use the existing data
whet her new data devel oped or not. So |
hope that you' |l take that into account
and provide sone thought to the Agency
on how to deal with this problem
Thanks.

Thank you very nmuch for your comments.
This brings to conclusion the request
for an opportunity to address the
commttee. | want to thank all of the
speakers for their thoughtful conmments
as well as for keeping to the tine-
table. Dr. Kendall is now going to | ead
t he charge, serve lunch, and continue
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the commttee deliberations and w ||
wat ch.

I’mstill inpressed with the commttee
and it’s wllingness to persevere this
nmorni ng. W' ve nade excel | ent progress
in ny opinion, and | think the public
coment period was quite good, as was

t he previous discussion by the panel
followup by, I think real clarification
related to sone of the FDA processes.

We have assigned anot her subconm ttee
that’s been working to | ook at a
restructured version of one of the
drafts of the last neeting and the

conti nui ng process of devel opnent of our
subcommttee’'s report. So, our lunch is
arriving nmonentarily according to M.
Dorsey and it will be served hopefully
relatively quietly, and each individual
menber of the panel will be responsible
for paying Ms. Percival. And the
nunbers are provided in a rounded nunber
whi ch should facilitate us.

| would |ike to push forward if doctors
Rei gart and Wi ss have the where with
all currently to nove on and to discuss
our restructure version of Draft 4.

CGentl enen, are you prepared to do that?
Can you do that? | think the commttee
is ready to hear fromyou. Yes, Dr.
Gorovi t z.

We do need at sonme point to have the
once prom sed and now forgotten checkout
opportunity.

Yes, | didn't forget that because to ne,
we could take a break imediately after
lunch. | think Ms. Percival has

sonewhat cleared things if we need to
checkout say 1:00 or so, we're going to
be fine. | have not forgotten that Dr.
Gorovitz, and thank you for rem nding ne
though. But | don’'t want to |ose the
[unch period. And | think we’ve got the
information on the table. | really want
to hear, | think the conmttee does from
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Doctors Reigart and Weiss. Lunch wll
then nove in imediately foll owed by an
opportunity to checkout. OK So I'd
like to ask Doctors Reigart and Wiss to
update us related to their work. And
the commttee has received their drafts
and materials. K

Let me say that |’ve accepted this
subconm ttee task on a conference cal
and it was the worst error in judgenent
inny life. Because | was given about 3
days to produce a draft and was supposed
to get feedback before it was

di stributed to anybody and Thanksgi vi ng
canme along and it got distributed in the
crudest possible fashion, so. And I
recei ved one comment fromDr. Weiss's
who said, where did you want this to go
in the newreport? And | said | don't
want it to go anywhere because this was
entirely a rough draft that wasn’'t
intentioned to be put in as is anywhere
in any single place. | should further
say that the materials |I’ve prepared are
about 90 percent words fromDraft 4 of
the coonmttee, and about 10 percent ny
own words, which were just sort of

pl aced around the words fromthe draft.

| did read Dr. Fielder’s comments this
nmorning for the first time and | fully
agree with her coments.

Good, Good. We know your charge was
difficult and for the audi ence’ s sake,
it was Section 3.2 in the previous
report, which noves towards further
defining the criteria around which we
woul d recommend and/ or support or not
support human testing.

Yes. Having said that, 1"l just very
qui ckly go through the way | reorganized
it. First, in the conference call

there really was, despite sone coments
heard this norning, a strong desire on
the part of the subconmttee nenbers to
| ook at the intent of the studies. And
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| think Dr. Gorovitz touched on that
this norning. Again, that the intent
shoul d be to inprove human health
protection and that other studies, he
consi dered not acceptable and there was
sonme wording in the paragraph regarding
use of studies, just to establish an
NCAEL whi ch, by and | arge, said that we
did not consider that to be an
appropriate intent, although there were
sone qualifications. Cearly that needs
further discussion. 1Is it or is it not
appropriate to use these studies to
establish an NOEL. The second section
were materials that had to do with basic
study design, sanple size, how you
ascertain appropriate subjects, whether
suscepti bl e popul ati ons, subpopul ati ons,
such as children or wonen, perhaps
particul arly pregnant wonen is
appropriate. Second issues related to

t he ascertai nment of subjects as to
their generalizability which includes
not just wonmen and chil dren
extrapol ati ons, but popul ations that

m ght be nore or |less sensitive to the
subj ects at question. \What | was

| ooking at with sort of the risks

conti nuum and sone of the words that |
found in there that spoke to it and a

| ot of these have al ready been touched
on this norning. The idea, as Dr.
Gorovitz said a | ot better than these
wor ds do, that |ooking at unintentioned
i nci dence or studies of field workers or
ot her sort of either observation or

epi dem ol ogi ¢ studies nay be far |ess
chal | engi ng than experinentation with
intentional adm nistration to human

vol unteers. Second issue is R d of
Exposure and | think Ms. Mil key spoke
about putting pesticides on skin to | ook
for sensitization or irritation as being
a somewhat different route of exposure
than systemc. | should say that the
draft material actually equated al

roots of exposure and said there’ s no
difference. But |’ve heard different
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views about that and | thought it worth
further exposure. The key issue of
Dose. W’ ve already heard this norning,
sonme di scussions of | ow dose studies for
PK and PD studies versus dosing to
certain toxicities and | think that at
sonme point, we have to grapple wth what
| evel of dosing is appropriate for human
experinmentations and particularly, the
di scussion that is danced all around in
the drafts of whether or not it’s
appropriate to i nduce neurol ogic

synpt ooment ol ogy? and if so, under what
conditions. |It’s stated in the draft
that sonme nenbers of the Commttee said
neur ot oxi cants shoul d not be used to
toxicity under any conditions, and
others felt there are paraneters under
which it was acceptable. | think if we
don’t reach, if not closure on that, get
cl ose enough on that issue, we’'re not
going to be giving very good gui dance to
t he Agency. And the next issue, which
is closely related is target organ. |
did personally have a great deal of

di sconfort with attenpts to draw
paral |l el s between ozone inhal ation
studies and direct adm nistration of

neurotoxicants. | think target organ is
an i ssue and the draft danced around
that as well. It said there is no

difference, in one place, and in another
place it said there was a difference.

So | think that is sonmething we ought to
resolve as a conmttee. And we’'re sort
of at the end. | think all of you have
read this docunent, as | said. It’s 90
percent what was in the old one,
shortened. | took out as nuch of the
extraneous words as | could. | put in a
slightly different frame work and
reorgani zed it, which it was what | was
asked to do, but | have no intention
what ever that this be incorporated as
is, inthe draft. | neant it entirely
as a way of discussing and highlighting
sone of the areas where we seemto have
sone differences.
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| think that was well done and | don’t

t hi nk anyone contended that the draft
you presented would just go into the
docunent. It presented for us a working
docunent that followed up. | thought it
was a really excellent tel econference

t hat we had several weeks ago, so Dr.

Rei gart thank you for making that
decision to help us. You did respond to
the challenge and | think you ve put a
nunber of i1ssues on the table.

| would add to that because | think it
really crystallizes where the agreenent
on sone these issues begins to maybe get
alittle nmuddied. And what we need to
work through | ater today are frankly
sonme of the issues that you’ ve
illustrated for us and we’re going to
try and spend sone tine tackling them
But, I wish we could just lift it and
include it in the report but clearly
that’s not the intention.

And | think too, some of the process to
nmove forward, | think we need to have
sonme di scussion on the points you just
put on the table. In addition, there
will be some needs for followup witing
and maybe a little bit of re-crafting of
t he docunent. | haven't | ooked at you
yet on that, but |’ m observing. For
everyone’s confort level, | think that
we wll need sone foll owup. W won't
get it all done as far as crafting it
and putting it into the docunent today,
we'll need just to get the issues out
and go forward.

| wonder if Dr. Fiedler would. | don't
know i f anyone read her comments.
finally got to see themthis norning.

Let me ask the commttee this. First of
all, I just wanted to give you the
respect of having the opportunity to
present your information. Dr. \Wiss
anything to add to Dr. Reigart’s
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material. Both of you did work

t oget her.

He has sone of his own to present, |’'m
sure.

And then I'd like Dr. Fiedler to respond
with some of the followup. oK

Well, during the conference call, Ronald
suggested that we take one exanple of a
pesticide and di scuss how we woul d vi ew
human experinments with it. Wen | tried
to do that, | decided it wasn't
worthwhile. And instead, | synpathized
five different scenarios which

t hought, ranged fromrelatively

i nnocuous to possi bly hazardous for
human vol unteers so that they' re al
fixed and hold. | took the next step,
which I'd like to show you on a
transparency. Wlat tried to do here,
and perhaps | can get the commttee to
cooperate with nme in making these
ratings, is to |l ook at two di nensions
for each scenario. One that |’ve

| abel ed as health risks ranging from say
no adverse effects to prol onged
neurotoxicity and then another di nmension
that | provisionally | abeled ethics
risk. And | think for each of these
scenari os or other scenarios that you
can devel op, we can | ook at these two

di nensi ons and for any group of experts,
like this conmttee, or a group of

bi oet hesis or a group of risk assessors,
we can survey where these things m ght
fit. For exanple, if you find a
particul ar scenario or protocol
submtted to EPA to produce a widely

di vergent estimate of either one

di mrension or the other you would like to
review what is init. |If you find it
neatly clustered at the upper corner,
you would totally reject it. EPA m ght
deci de that any clustering of

eval uations in the lower left would be a
protocol that’s acceptable to them And
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| think for getting, not a conmmttee
consensus, but commttee eval uation,
maybe this is the kind of thing we m ght
try with those five scenari os.

Dr. Needl eman.

That’s an interesting exercise, but I
think it assunmes that you can accurately
pl ace each individual case according to
those two vectors. For instance, health
risk rate effects I think it’'s very
difficult to say with confidence, what
is of no effect and what is mld acute
di sconfort. But we’'ve learned, if

anyt hing, that sone outcones which
appear to be invisible or of m ninal
consequence, end up as a long term
effect. So there’'s a great deal of
error around each one of those five

cat egori es.

Yes, you' re absolutely right. These are
all sort of subjective on the part of
the rater and what this exercise does is
tell you sonething about the rater’s

vi ewpoi nt of where these lie. No, these
are not absol utes.

But it’s an exercise in the sociol ogy of
science, | would prefer that we try and
focus down and get nore precision about
whet her given investigation is
scientifically rigorous and then the
nmore difficult question about whet her
it’s ethically appropriate. And | think
this could be fun, and it could give us
an idea about how we all feel about

this, where we lay out on this, but |
don’t think it’s going to produce nore
preci sion and confidence for EPA in
deci di ng whether to accept a given study
or not.

|’mnot sure that we are in any position
to fornul ate those kinds of tight rules
or, that’s the problem
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| took Dr. Weiss's test and sat down and
tried to do his health risk ratings and
his ethics risk ratings. | found it
somewhat interesting and useful in terns
of clarifying ny own thoughts on it, but
there needs to be a broader range.

I nsufficient evidence is clearly an

obvi ous choi ce here and that should

i mredi ately throw t he whol e docunent
back at whoever sent it out.

Insufficient information to nmake a

j udgenent .

There are ot her dinmensions you could put
up here, for exanple, you could devise
an axis called scientific validity which
| didn’t put in there. But, if you'l
noticed in what | proposed, | have a
space there for critique, where we woul d
use for coments on things |ike the
statistical power of such an experinent.
Renmenberi ng one of those, | had a very
small end. And you m ght decide that an
end that size for a question that |arge
was an ethical risk, if you only wanted
to have two di nensi ons which you can
project on an overhead. It’s true, it’s
an exercise Herb said, but I thought it
made nore sense to construct different
scenarios rather than take one product
as Routt suggested and see how we woul d
eval uate different kinds of approaches
to it.

Dr. Fiedler, I'’d like you to follow up
on sone of the comrents made by both,
doctors Reigart and Wi ss and where do
we go from here.

O, first of all 1I'Il make ny
disclaimer. | really appreciate the
work you did and | think you got put on
the spot and responded beautifully. |1
didn’t make ny coments to be personal,
but rather to probably reflect nmy own
frustration with sort of our process.
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DR. REI GART: | clearly would not take it personally,
| hope you didn’t think that | was
saying that. But they were well
deserved.

DR. FIEDLER: And | suppose that ny coments to the
draft were really ny attenpt to try to clarify ny own

t hi nki ng and probably to push the comnmttee to get down
to what | call “brass tacks” and stop being quite so
polite. Because | think we’ve been trenendously polite
in many respects and that we now need to nove to nore
speci fic, maybe decision points. And I thought that
what Bernie just presented is an attenpt to do that.

No so much, | also tried to do your test. | couldn't
rate any of them because as an I RB nenber, | would have
given themall back to the investigator and said | need
this information/that information. OK, | suppose you
knew t hat know ng what you usually like. But, | think
that they do provide a discussion point for all the
commttee to go through al nost each of those protocols
and then to maybe begin to establish sone of the

gui delines that we would want for each of the areas or
guestions that we need to address. And | thought that
what Routt provided at the back of his document, about
t he questions that remained to be addressed, woul d be
useful for us to go through and have those kinds of

di scussions. Because many of the questions here are
guestions that | raised in ny critique of this docunent
and | think have been rai sed by many, nmany ot her

people. So, in terns of structure, | think it would
useful for us to possibly do these questions or address
t hese questions maybe using Bernie’ s exanple as one

met hod for us to begin to grapple with, starting with
pur pose and going on with the subjects, or starting

W th purpose and intent and is there sufficient anim
data to justify this experinment that is proposed, and
going on fromthere. | think also what we receive from
the FDA in terns on how they proceed and their process
for deciding whether or not they are ready for human
studes is a very reasonable guideline for us to use in
now, our deliberations. But of course, all of this
presunes that we, as the commttee, feel that we can
provi de gui dance for a controlled or intentional human
exposure study and there may be even right there

di sagreenent as to whether we woul d even support that.
So we may need to acknow edge that there are people who
on this conmttee feel we shouldn’'t do this at all.

And you know, that may be the first place to start.
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1 DR. KENDALL.: Ok, | think that’'s a good point and |

2 t hink we had a good opening this norning

3 by areas of agreenent. There were many

4 operationally. You articul ated, |

5 t hought, very inportant points that we

6 can literally wal k through and di scuss

7 as a commttee. What Art Kaplan had to

8 say at the last neeting, the terns of

9 t he foundati on upon which you would

10 recommend and/ or accept human testing

11 data were only through processes that

12 woul d be the nost conpelling. |If you

13 remenber that, the nost conpelling. And

14 that’ s somewhat of an elusive termand a
h 15 concept, but it sets the stage and
z 16 per haps we should ask the question, if

17 the commttee is still, and I think
Ll 18 t here was general agreement that, “only

19 under the nost conpelling circunstances,
E 20 shoul d actual dosing occur with hunmans

21 w th experinental pesticides that could
:’ 22 have heal t h consequences, particularly
U 23 neur ot oxi col ogically.” And that’s kind

24 of the general closure at the | ast
O 25 nmeeting we had, fromny perspective.
n 26 Any di sagreenent on that?

27

28 DR. MCCONNELL: Yes, | don’'t know if it’s a disagreenent
lu 29 Ron, but it certainly may be a
> 30 difference of opinion. But as you

31 identified, I don’t know what the term
-l 32 conpel I'i ng neans.

33
: 34 DR. KENDALL.: VWll that’s what Art Kaplan said and
U 35 that’s what we generally had. It was in
u 36 our record and it has appeared several
q 37 tinmes in draft. So, OK

38

39 DR. MCCONNELL: | realize that, but what |I'’msaying is
ﬁ 40 that to conpelling can be for different

41 reasons. | think that if it helps in
n- 42 the risk assessnent, to make it nore
m 43 accurate so that you and I, if we are

44 exposed to vegetables with pesticides on
m 45 t hem have a better appreciation for what

46 that true risk is, | think that's very
: 47 conpelling. You may not think that’s
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1 conpelling. That’s kind of where |I'm

2 headi ng.

3

4 DR KENDALL.: Vell, | think that’s fine. That’s what

5 Dr. Fiedler was trying to get at, that

6 point. In other words, what’'s our

7 general base of starting here, in terns

8 of a general agreenent or disagreenent.

9 Wbul d anyone di sagree with what Dr.

10 McConnel | just had to say? Dr.

11 Gorovitz.

12

13 DR. GOROVITZ: Well, just as he began by saying, he

14 wasn’t sure that what he was about to
h 15 say was di sagreement, |’mnot sure that
z 16 this is disagreenment. But | have sone

17 synpathy for the (Kaplan-ist Gustoff?).
m 18 VWhat | nmean is this, there are basically

19 two different ways in which one could
E 20 t hi nk about this, anong others, but

21 these are quite renoved from each ot her.
:’ 22 One of themis, it’'s research |ike any
U 23 ot her. Anybody who want to do research,

24 testing these substances on human
o 25 subj ects should feel free to do it
n 26 provided that there is an appropriate

27 regard for safety and infornmed consent

28 and no fundanental |y unjust practices in
lu 29 the recruitnent of the pool of subjects
> 30 and so on. There's a different way that

31 one can cone at it and that is fromthe
-l 32 poi nt of view of the Agency and what the
: 33 agency encourages, sanctions, w shes to

34 pronote, w shes to think of as part of
U 35 its way of doing business. And that
u 36 m ght go sonething like this: Before we

37 were received, |I'’mnot talking now about
q 38 messy points of transition, but a future

39 steady-state. Before we were received
ﬁ 40 as relevant data to our deci sional

41 pur poses, the results of studies with
n- 42 human subj ects, we nust be assured of
Ll 43 certain things. First, that the

44 protocol canme to us for pre-screening
m 45 and approval. Second, that extensive

46 and in our judgenent, adequate ani nal
: 47 toxicity studies were done first.

48 Third, that the study has the
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1 statistical power to generate
2 information that is genuinely useful
3 fromour point of viewthat is useful
4 for our public health protection
5 purposes. Wich is to say, that there's
6 a threshold that's fairly high that has
7 to be nmet before the EPA w il say, “yes
8 we're wlling to receive this and count
9 it as part our evidential base.” And it
10 m ght be that for different purposes,
11 for a different Agency, for a different
12 context, a study that doesn’t neet all
13 of those criteria would be all owabl e.
14 And | think perhaps, Art couldn’t be
h 15 here today, | was hopi ng because | did
z 16 speak to himabout this and there was
17 sone chance he mght do at | east a caneo
Ll 18 appearance, but he’'s hard to m ss and |
19 don’t see him so | don’t think he's
E 20 here. And | don't want to pretend and
21 speak for him but | think part of what
:’ 22 he had in mnd was sort of, in this
u 23 | atter category, that is saying, that
24 there ought to be a threshold that’s not
o' 25 trivially achieved before the agency
n 26 wi |l accept as clean information, the
27 results of a study with human subjects
28 tested wth intentional dosing of
LLJ B pesticides. And | think that's right.
30
> 31 DR, KENDALL: Exactly. And | think the commttee,
- 32 according to Dr. Fiedler and others is
: 33 concerned to nmake sure that threshold s
34 appropriate and has appropriate
U 35 paraneters around it, that can be
u 36 governed and evaluated, and revisited in
37 the future in a way in which we as a
q 38 group, woul d be confortable wth making
39 t he kind of recommendati ons we’re going
ﬁ 40 to nake.
41
n- 42 DR GOROVITZ: If | could just add a footnote to that.
m 43 W’ ve had representations that the studies are done in
44 prof essional |aboratories by well intentional people
m 45 who are very concerned to do things in appropriate ways
46 scientifically and ethically. And it may well be that
: 47 that is the norm But of course, protections are not
48 desi gned exclusively for the norm but to try to pull
BaskervilleTranscription, Vienna, VA
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1 in the deviant ends of distribution, and we know, and
2 have had vivid descriptions of research that does not
3 bear scrutiny and what we want is to construct a filter
4 that’s fine enough to screen out the kind of research,
5 not that we can inmagi ne bei ng done, but that we know
6 full well has been and is being done.
7
8 DR. KENDALL: | think as we approach, | think some of
9 the problens that cane forward the | ast
10 di scussion was a real unconfort |evel as
11 to what those criteria would be, how the
12 process woul d be eval uated and
13 regul ated, to the point where, when one
14 is presented with those kinds of
h 15 circunstances, the initial response is a
z 16 very negative one, until as a
17 responsi bl e scientist, when | think
Ll 18 we've identified there sonme scientific
19 probl ens here, power anal yses. etc., as
E 20 we establish our criteria to determ ne
21 what that threshold should be. . As
:’ 22 | listened to your points this norning,
U 23 Dr. Fiedler, and they get into the
24 sci ence under pi nning the ethical
o 25 approach to the study; the nunber of
n 26 subj ects, their being informed, the
27 power anal yses to determ ne how many
28 subj ects there should be, not just for
lu 29 financial reasons only, but to advance
> 30 public health benefit. . Qur lunch
31 is right over there and there’'s several
-l 32 of you I want to hear from W can
: 33 continue right on. Dr. Needl eman, are
34 you so conpelled to say what you want to
U 35 say? Do you need to say it right now,
u 36 or can you wait until we serve our
37 | unch?
<L
39 DR. NEEDLEMAN: | rather say it w thout the crunching of
ﬁ 40 | ettuce | eaves.
41
n- 42 DR. KENDALL: K. You go ahead. Proceed.
43
m 44 DR. NEEDLEMAN: If you read the transcript, Art Kaplan
m 45 asked me under what circunstances |
46 woul d al l ow the adm ni stration of newer
: 47 toxicants to humans. And | said, “only
48 the nost conpelling.” Then the
BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814 98
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conversation went on fromthere. So |
know what | neant. Wat | neant was |
needed to have the information in order
to make an informed decision. And | do
not think that need is present. And
later, I wll expand on that, to say
that the kind of information that is
obtai ned fromthese hunan studies, is
non-i nformative. Therefore, unethical.
Now we can eat.

Ok, well put. | look forward to that
presentation, because | thought that you
provided a very nice docunent to the
commttee, very thoughtful. | have no
probl em having a--this is the kind of
di scussion we need right now to nove

this thing forward. | have no probl em
havi ng that discussion with our |unch,
wth us. |f those of you, Dr.

Needl eman, do not want to listen to any
crunching then let’s just break for 15
m nutes and eat our lunch. | want us to
be to the point as Dr. Fiedler said
we’'re going to get down to brass tacks.
Ck, let’s go ahead and get our |unch and
take 15 mnutes to eat our |unch.

Is this when we should check out too?

Yes. Let’s say 15 minutes, get your
l unch, we will continue on in about 15
m nut es.

.... Subject to large Type 2 errors. In
1976, JimBirchfield and Frank Duffy,
JimBirchfield is the co-director of the
Epi l eptsy Center in Rochester, and Frank
Duffy foll owed up a group of people who
had had one exposure to

or ganophoshpates. And a year |ater,
usi ng quantitative el ectroencephal ogram
fast boyd? transfer, a form of anal yses,
found that there was a significant
change in their brain waves. That you
couldn’t see on clinical exam nation of
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the EEG but using a nore quantitative
techni que you could. So that, that

rai ses a question of when you give a
brain poison, particularly in the venue
of this discussion, is organophosphates,
and you say that you haven't produced an
adverse effect, you better be very sure
that you haven't. And if that effect is
very small, it requires |arge nunbers of
subj ects and | reviewed, because M.

Carl ey was gracious enough to send ne a
| ar ge nunber of this human studies, |

| ooked at those, and the subject nunbers
are extrenely small and nobody ever
attenpted a power analysis. Now they
have very good statisticians in VEREST
etc.?, they’' ve produce el egant outputs,
but they neglect that. And there’'s a
reason that they neglect that is because

the power is woefully small. And 1’1
tal k about that a little later.
But the point is that’s still going to

the definitive endpoi nt being defined by
that human data set and trying to set
that as the only use of the data. And I
was trying to point out that you m ght
have di scovered, absent detecting that
in humans, that the ani mal nodel s that
you were using were |less sensitive in
terms of, or potential |ess sensitive
because exposures were |lower in those
animal s, given the sanme dose or however
you' re scaling across species. O that
the bi omarker in the ani mal was observed
at a much higher level than the

bi omar ker was first observed in humans.
And that could tell you in fact, you're
assuned safety margi ns are nuch
overestimted. So you can use the
information, it’s still useable.

If it were collected in these studi es,
it was not.

k. Now this gets right to the essence
of what you nentioned this norning. The
effects identified as part of the
experinmental design and subj ect
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anal ysis, and the power of the
experinmental design froma statistica
level. And | think both Dr. Portier and
Dr. Needl eman are prepared to tal k about
that subject and the commttee wll

deli berate on it. Dr. MConnell did you
want to address at this point.

Yes, well, | wanted to address Herb’'s
point and Dr. DeGeorge’s point and
subsequent to our last neeting, | did a

survey of trying to find pertinent human
studies that m ght be of value to talk
about here today. Because | think one of
the things that was mssing, in addition
to the FDA side, was that we really did
not address the types of studies that
we’'re tal king about and the val ue that

t hese studies mght have. | nust admt
we're all influenced by our background,
where we grew up, what churches we went
to, and our training and our experience,
and, in fact are often said that we're
prisoners to that and | have to admt
that nmyself. So the exanples |’ m going
to give you, of course are based only
with that background. Having grown up
around a farm on a farm and spent half
my career in the mlitary and the other
half at NIH, | was asked to chair a
commttee when | was on the commttee on
toxi cology with the National Acadeny of
Sci ences, and that was to address a
pyrethrun?, which is a well known

i nsecticide/pesticide with neurotoxcie
potential. The Arny, whether you al
know it or not, in Dessert Storm

i npregnated the uniforns of the people
in that battle wth pyrethrunf. The
reason being that, if any of you are
students of mlitary history or not, but
even as recently as Vietnam there were
twce as many | ost battle days to

di sease as there were from eneny
contact. And it’'s always been that way
and it was much nore so in the second
world war. And many of these di seases
are insect-born. So the Arny, know ng
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that this is a problem inpregnated the
battl e fatigues, battle dress uniforns
(BDUs) with this material in the hopes
of keeping the insects away, and those
that got on them woul d be invol ved.
Vll, in Dessert Storm as sone of you
know, you know it’'s a terrible area for
schneni sis? parts of it have a | ot of
mal aria and so forth. And the
consequence of using this was that we
had far further infectious disease
situations in that war then we have ever
had before. Now, if one had used the
animal data to make a decision in that
regard, you would not have inpregnated
those unifornms with pyrethrunf?. Because
in studies in animls, about 40 percent
of a dose applied to a nouse, is

absor bed t hrough the skin which woul d
make this incredibly high for a human,
and you'd never allow it particularly in
a chronic exposure situation as they
had. |In nonkeys, it’'s 23 percent
absorbed, but in human volunteers it’s
one percent absorbed which nade a great
deal a difference. So wthout that
human vol unteer information we probably
woul d not have had that in our battle
fatigues. | just point that out as an
exanple. But, however, you cannot go
across fromone insecticide to another
because studies that were done at, well,
| have the article here, with Periforce?
or Durabai n?, just the opposite occurs.
A high amount of that material is
absorbed through the skin when it’s
applied to the skin. So you can’'t take
ani mal data and necessarily predict
what’s going to happen in humans. In
fact, there are many exanpl es where you
cannot. Again, both of these are
neurotoxic. One’s an OP, the other’s a
pyrethoid, and then the other exanpl e,
based on ny experience was that when
was at N EHS, probably the nost potent
carcinogen | ever studied was 1, 3-

buyt adyene. Now it caused | evel s of
tunmors and Chris can point this out that
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we had never experienced wth any other
chemcal in mce particularly, less so
inrats. W did a foll owup study and
found that as |ow as 6 parts per
mllion, they also saw a carci nogenic
effect in mce but not so in rats. Now
there’s a discussion, which are we nore
alike a rat or a nouse? Because if
we're nore like a rat, the exposure to
1, 3-buyt adyne probably is not
significant. If we're nore like a
nmouse, it probably is, in particularly
at environnental levels. So there are
invitro studi es that suggest that the
rat is nore |like a human than the nouse,
but obviously, the definitive proof
woul d be a study in human. And it was
i nteresting, and subsequent to our
meeting in the June issue of
Toxi col ogi cal Sciences, there is this
paper where they’ re using human
volunteers for this specific purpose to
under st and whet her the pharmacodynam cs
and kinetics and netabolismand so forth
are nore like a rat, than a nouse. Now
this study is interesting, however, in
that it’s funded by EPA, co-funded by
EPA and NIH, with sonme help from an
outfit called NTEHS. But the thing |
find interesting is that the OSHA
Standard is 2 parts per mllion, the

| onest level in mce that caused a
neopl astic response is 6.25 parts per
mllion. And this study is being done
at 5 parts per mllion. Now, |I’m not
critical of this study, | think there's
absol utely good case to nmake where
there’s no reasonably certainty of no
harmto these individuals, but |I can
assure you, no matter which way this
conmes out, it’s going to have an

i nportant inpact on how this chemcal is
treated by the regulatory community and
whet her it presents a human health risk
or not. So | think, as they say in

t oxi col ogy, human data al ways trunps
animal data, it always has and it al ways
will. And if conducted properly, |
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think that’s what we should be getting
to here, it’s of utnost inportance and
whet her it’s a neurotoxin or not a
neurotoxin, as long as you give |levels
that don’t produce any kind of clinical
effect, for instances, those that would
be used in ADME studies, | think that
it’s absolutely inportant in fact, to do
t hese studies, and possibly ethically it
woul d be wong not to do these studies,
if you and I and our children are going
to be exposed to these materials in our
food supply. 1Isn’t this the chem ca
that you'd want to know nost about? |
was going to save that for |ater, but
it’s off ny chest and now I'I| feel nuch
better for the rest of the afternoon.

Wll, I"'mglad you will and I think

t hose were good points and they stil

get to the point of the conpelling

i ssues and what is our threshold to
recommend and/ or encourage acceptance of
t hese kinds of data. Dr. Needl eman do
you want to respond. |1’'d actually Ilike
for you to proceed with your
presentation. And Dr. Portier, it seens
appropriate for Dr. Needl eman to

r espond.

Before we get to sanple size
di scussions, there’'s an issue floating
ar ound

Does he need to be here to here you?

Oh, | don’t know, Dr. DeCeorge raised it
and Dr. McConnell al so.

You' re confusing two different types of
objectives in the studies in trying to
justify all the studies for the two
different objectives. So, let nme get to
the two objectives. Dr. DeCeorge was
pointing out to us that oh yes, there's
information to be gained in terns of

met abol i sm from during these studies in
humans and the conparative and
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1 nmet abol i sm bet ween humans and ani mal s.
2 Nobody’ s going to doubt that statenent.
3 That is a fair and clear and safe and
4 easy statenent to make, provided you’ ve
5 got a clear definition of what you're
6 trying to make a conpari son of and that
7 you’ ve consi dered enough variation in
8 t he popul ation to be certain that you
9 are able to tell if there is or is not a
10 difference at the acceptable |level. So,
11 whet her it’s power or whether is
12 bi ol ogi cal believability, | don’t doubt
13 that. Wether you do it or not, |’m not
14 going to get into the ethics of it, but
h 15 at least in that case, we have a
z 16 scientifically defendabl e hypot hesis
17 that can be well laid out and clearly
m 18 understood and clearly studied. It’s an
19 estimation problemand potentially a
E 20 testing problem On the other hand,
21 when we | ook at an issue in risk
:’ 22 assessnment where we’'re attenpting to do
U 23 sonet hi ng as vague and uncl ear as the
24 estimation of a NOEL in a popul ati on,
o' 25 which is only dependant upon the sanple
n 26 size and entirely dependant upon the
27 doses chosen, | have a clear difficulty
28 froma scientific perspective of
lu 29 justifying such a study. | don’'t see
> 30 that it adds to the scientific
31 literature, and the only thing it does
- 32 is add to the regulatory process. And
: 33 |’mnot sure that’s justifiable in this
34 situation. And that’s what | think is
U 35 the substantial difference. So when we
u 36 tal k about justifying studies, | think
37 we need to be very clear about what the
q 38 objective is, in terms of the human
39 clinical study .we’'re | ooking at.
40
ﬁ 41 DR, KENDALL: | think that’s well put. | think the
n- 42 commttee i s supportive of those
m 43 delineations. Dr. DeCeorge, do you
44 under st and?
V) -
46 DR, DEGEORGE: | actually agree. And | also would
: 47 point out that there's also the notion
48 of the biologic marker, not just
BaskervilleTranscription, Vienna, VA
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exposure, as to whether or not the
nodel s you’ ve been using to nmake al
your concl usions are appropriate. So
it’s a further point.

Dr. Portier.

|’ mgoing to pick on the-l believe this

is fromthe Anerican Crop Protection
Associ ation. One of their exanples, to
illustrate sone of the problens that
see for the scientifically defendable
study. They gave two exanpl es, one

whi ch was nel at hi on which the stated
goal of the study was to establish a
NCEL in the popul ati on based upon three
peopl e in each exposure group, up to
maybe 10 people in each exposure group.
That’s a difficult study to believe the
scientific believability of. But the
Thyrocar bonate? Study, ok. There, they
were doi ng exactly what we are tal king
about. The stated goal was to | ook at
t he adequacy of netabolite as a

bi omarker to quantify absorption. Ok?
The used six individuals in doing the
study in the humans and concl uded t hat
there was a substantial difference

bet ween the six individuals and the
rodent population in terns of the
percentage of each netabolite in the
urine of each type. No statistical test
was done. No concept of the variance
associated with the two different
studies. | don’'t know that | can

beli eve that answer or not believe that
answer because fromny point of view,

they didn't give ne an answer. All they

gave ne was a description of the two

percentages that were different. And so

even then, you have to be very careful
inlooking at it. And if | can finish
with ny one | ast comment from Dr.
Gorovitz, while he’s here, | liked his
definition of conpelling. | think you
did an excellent job of conpelling ne
that your definition is in fact
conpelling. The only difference | see
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1 here is sonmething that's not necessarily
2 considered by an IRB for a
3 phar maceutical and isn’t in the list of
4 t hi ngs you gave up, and that is, the
5 description of the value of alternative
6 |l ess ethically challenging studies. As
7 scientist, we always think, well if this
8 is scientifically credible and has a
9 good hypothesis, and it’s a
10 phar maceuti cal, yeah, we should study
11 it. It’s a good idea to take it a step
12 further. But here, we have to consider
13 the fact that there are exposed people
14 in the popul ation, especially for an
h 15 exi sting pesticide, and we have to nake
16 sure we add that inthe list to the IRB
z 17 because they wouldn’t nornally | ook at
m 18 t hat .
19
E 20 DR. KENDALL: Make sure your mke’'s on.
21
:’ 22 DR. FI EDLER: |"d like to respond to what you j ust
U 23 said, cause | think it |eads us al nbst
24 to what we need to first consider in
o' 25 t hose exanpl es. Because, on the one
n 26 hand, what you're really saying is that
27 t he data does not address the stated
28 purpose that they' re collecting. In
m 29 other words, wth three subjects trying
> 30 to tal k about the NOEL for the
31 popul ation, that’s a guideline right
-l 32 there for nost conpelling. That the
: 33 purpose is not in line with the study
34 design. So that’'s one guideline that we
U 35 could offer. | nmean it sounds very
u 36 sinple, but that’'s one.
37
<< K DR KENDALL: Then let’s offer it and conmittee, we
39 agree with that.
ﬁ 40
41 DR. FI EDLER: Then the second related to what Dr.
n- 42 Gorovitz was tal king about with regard
m 43 to the ethics of the exposure and
44 whet her or not there’s an adequate
m 45 l[iterature review present that docunents
46 that this would be the next plausible
: 47 step in the scientific process and that
48 all other avenues to address this
BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814 107




Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee
1 guestion have been exhausted. Such as
2 case control studies of exposures that
3 are ongoing already, animal literature
4 that leads up to this point. So, to ne,
5 that’ s the begi nning of beginning to
6 devel op gui delines of whether or not a
7 study is sufficiently conpelling. Does
8 that...?
9
10 DR, KENDALL: Exactly. Dr. Gorovitz's is that
11 conpel ling? To nme that’s conpel ling.
12
13 DR. GOROVI TZ: That’'s persuasi ve.
14
— 15 DR. KENDALL: Now you’' re on persuasive. Those are
z 16 two very inportant points. And the
17 third one gets to the concept of power
m 18 related to the experinental design and
19 t he hypot hesis posed. And | know, that
E 20 Dr. Needl eman has been waiting in the
21 wings to tal k about this power analysis
:’ 22 process and Dr. Portier has several
U 23 things to add to the record as well. And
24 | think Dr. Fiedler, we’re making
o 25 progress here to articulate the points
n 26 in which we left the |ast neeting
27 W t hout closure. Dr. Gorovitz do you
28 want to explain difference between
u‘ 29 conpel I i ng and persuasi ve?
30
> 31 DR. GOROVI TZ: No, | want to ask a question, because |
- 32 am not sophi sticated about research
: 33 design or statistical power. And |
34 think I understand the information
U 35 that’s been presented to us about sanple
u 36 size, but there seens nmean asymmetry
37 whi ch nobody has nentioned unless it was
q 38 when | was out of the room checking
39 out. And that’s this: |If we adm nister
ﬁ 40 a | ow dose of a substances to a snall
41 sanple, half a dozen adult nal es, and
n- 42 they all seemto be synmptom free, and
Ll 43 free of any kind of distressing nmarkers,
44 | " m persuaded we’ ve | earned essentially
u} 45 nothing fromthat. On the other hand,
46 if all six of themfall over in a fit of
: 47 wrenching and riving, it seens to ne
48 we’ ve | earned sonething quite powerful
BaskervilleTranscription, Vienna, VA
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1 fromthat. And it’s this asymetry that

2 confuses ne in respect to sanple size,

3 because it does seemto nme we can |learn

4 that sonmething’s a bad thing froma very

5 smal | sanple. What seens to take the

6 very large sanple is a confident

7 j udgenent that it’s not a bad thing.

8 Woul d sonebody who knows what’'re they're

9 tal ki ng about speak to this?

10

11 DR. KENDALL: Dr. McConnell, you want to speak to it?

12

13 DR. MCCONNELL: Yes, I'll speak exactly to that. But

14 Sam what if | told you that sanme six
h 15 people at this very very | ow exposure
z 16 showed you an absorption, a netabolic

17 di stribution excretion pattern very
Ll 18 simlar to a rat or to dozens of rats.
E 19 Wul d that be useful information?

20

21 DR. GOROVITZ: | understand that point. That could
:’ 22 alter your degree of confidence in the
U 23 results of the animal studies.

24
®] DR MOCONNELL:  Exactly.

26
ﬂ 27 DR GOROVI TZ: VWll, that’s what...

28
lu 29 DR. MCCONNELL: | see the main value of these studies as
> 30 Bernie pointed out, | think in his very

31 initial discussion and, as Dr. DeCeorge
-l 32 poi nted out, that the main val ue of
: 33 t hese human studies is not to establish

34 a NCEL or an NOAEL, but rather to better
U 35 under stand what we |earn fromthe ani nal
u 36 dat a.

37
q 38 DR. GOROVITZ: Yes, | got that, but the studies

39 submtted, don't seemto have that
ﬁ 40 character.

41
n- 42 DR. MCCONNELL: Well, that’s to ne a different issue,
m 43 and | think that’'s one maybe we shoul d

44 focus on . You know, what’s the ideal
m 45 and then | don’t know we can help the

46 Agency in terns of what’'s already been
: 47 submtted, but I think we can help the

438 agency in what needs to be submtted,
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1 nunber one. Nunber two, | think one of
2 the things we forget here, is that there
3 wi |l be new pesticides comng out. The
4 nmyriad of pesticides that are on the
5 mar ket today probably will be quite
6 different ten years fromnow. And what
7 concerns me, and |’'ve heard very little
8 di scussion on this, is that, do we want
9 to wait until these pesticides are
10 i ntroduced, based on animal data, then
11 put in the field, nonitor field workers,
12 and see what happens. O, would it be a
13 better use and nore prudent froma
14 public health standpoint to have a small
h 15 nunber of human vol unteers as we’ ve been
z 16 tal king about prior to this materi al
17 bei ng introduced into the public. To
Ll 18 me, ethically, it’s the latter.
19
E 20 DR. GOROVI TZ: My question was very specific. It had
21 to do...
=
u 23 DR KENDALL: ...I"mgoing to try and answer your
24 guesti on.
ORE:
n 26 DR GOROVITZ: No, | think I got an answer. It was
27 about this asymetry and | understand
28 that point. But, | gather there’'s
Ll 29 agreenent that a small sanple that shows
> 30 no adverse effects has very little
31 rel evant evidential force.
- 32
: 33 DR UTELL: |f you' re |ooking at presumably just
34 synptonms as your outcone, then you're
U 35 probably right. Six people with
u 36 exposure and no clinical synptom one
37 woul d be very hard pressed to nake a
q 38 judgenent that it's safe or not safe.
39 It would add very little.
40
ﬁ 41 And | think what we’'re hearing is sort of the alnost a
n- 42 di agram that’s having several branches. There are
m 43 certain pieces of information in terns of
44 phar macoki netics that m ght well be established with
m 45 smal | nunbers and frankly, may be very inportant. The
46 clinical testing, in terns of synptons or even
: 47 bi omarkers—it be wonderful if we had bi omarkers, but
48 they’re few and far between--one would have to do a | ot
BaskervilleTranscription, Vienna, VA
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of studies and even then proving the negative is
extraordinarily conpl ex.

DR, KENDALL:

DR, MCCONNELL:

DR, NEEDLEMAN
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| think what the commttee is worried
about Dr. Gorovitz is general speaking,
precedi ng any potential human test, we
woul d have a substantial anount of
ani mal toxicology data. And I think we
woul d not, based on that information,
suspect the extrenely consistent effects
at a very high level of response. W
woul d nore suspect, if any negative
effect occurred, generally speaking, it
woul d be latent. It would perhaps be in
a smal |l percentage of the subjects.
Therefore, this is what worries Dr.
Portier and others. Do we have enough
subjects in the experinental design to
detect that effect if it’s of snal
percentage of the subjects. And we’ ve
heard Dr. Needl eman argue that the
effects, although in a small percentage
of the popul ation, could have
significant consequence |latently, down
the road, in the case of
i ndi vi dual s/ humans under test. | think
it’s not these extrene polls you' re
tal king about, it’s nore, in other
wor ds, six out of six respond versus
zero out of six respond, it’s nore the 1
out of 100 and did we have the
experinmental design in place to get
t hat .

| s there any exanple of a chem cal,
t hat you know of, that you give at
| evel s that cause no harmas we woul d
identify it clinically? You know one or
two exposures of that chem cal and then
find even a single exanple where 2 years
fromnow or 20 years from now you had a
probl en? Can you think of any chem ca
like that? First, you had just one or
two exposures at a |evel that produced
no clinical effects in that person.

| just cited a paper to you that was the
only. ..
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| know, but they had clinical effects.
Those peopl e got exposed to a point the
first tinme, and <correct nme if |I’'m

wr ong.

No, you’'re w ong.

You didn’'t see anything the first tine
but you saw sonet hi ng.

That’'s correct.
| have to see that paper

Cene, that’'s certainly true (bad sound)
neurotoxicity literature.

That’s different, but we’ re tal king
about healthy adults. That's a separate
i ssue and | accept that, absolutely.

k. So the issue of experinental design
and statistical power is highly rel evant
and it’s one that | think substanti ates
a strong endorsenent by the commttee.
And | think also, Dr. MConnell, the

i ssue of the variance in various
popul ati ons does have a hi gh degree of
rel evance as to our threshold because a
healthy adult male, we’ ve agreed upon,
is different than a child.

And that’s why you have the intra-
speci es safety factor and the second
safety factor to protect for children.
You' re exactly right.

Dr. Weiss?

APTP. APTP was a contam nant in
desi gner drugs on the Wst Coast.

| know what the drug is, a Parkinson-
i ke di sease.

Ri ght. One exposure was enough to

destroy enough cells in sub-(unclear) to
produce | ater on Parkinson D sease.
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1 DR. MCCONNELL: | understand. But, but if you had had

2 that first exposure that produced

3 not hi ng, woul d you expect Parki nson

4 | ater?

5

6 DR. WEI SS: No, that’s the surprise.

7

8 DR. MCCONNELL: No, | nean that had no initial disease

9 wthin a...

10

11 DR KENDALL.: Were this is headed, Dr. Kahn, |I'm

12 going to acknowl edge you in just a

13 second. Dr. Fiedler I'’mmaking an

14 extraordinary attenpt here to go through
— 15 the issues you raised this morning. |'m
z 16 | ooki ng at these constantly and | wll

17 be revisiting with you the issue of the
m 18 rewite of Section 3.2. Because as we

19 articulate the responses to the very
E 20 i nportant points you made, this really

21 gets at the issue of many of our past
:’ 22 di fferences which are noving towards;
U 23 there’s a |l ot of agreenent here.

24 There’s a | ot of agreenment. There's a
o 25 l ot nore agreenent than | thought we
n 26 woul d have at this tine of the day.

27 That’s why |'"mglad | gave you | unch

28 now. But seriously, | amtracking your
Ll 29 points. And I wll be asking you, and
> 30 Dr. Uell, at this point |I’'ve got the

31 m crophone so, but we’re working
-l 32 together. He told ne if | got knocked
: 33 out of the chair, he would take over

34 until | got back up. But anyway,
U 35 seriously, and Dr. Reigart we will be
u 36 revisiting back with you because | think

37 what you put on the table already is a
q 38 very, very, worthy and worthwhile first

39 draft to go after this point. And as we
ﬁ 40 integrate Dr. Fiedler’'s comments and |

41 think with some very good input from Dr.
n- 42 Gorovitz, we're starting to nove towards
Ll 43 a Section 3.2 that we can live with.

44 Dr. Kahn, thanks for your patience.

45
m 46 DR, KAHN: Maybe this is born out of (?), but it
: 47 sounds to ne |like we’'re not asking for

48 any stronger power analysis for human
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testing than we would in animals. |Is
that a fair statenent?

Dr. Portier.
Ch, so maybe it’s not a fair statenent.

You want to go ahead and just make your
statenment now? Dr. Needl eman, thanks
for your patience, I'’mgoing to cone
back to you. | want you to make your
presentation. Make your statenent for
t he record.

Ok, so | have a handout that | sent out
to you. It’'s nmy comments on testing
pesticides in humans. It was ny attenpt
to | ook at statistical power. Dr.

Needl eman did an excellent job with

bi nary outcones of yes and no. But |

t hought we needed to | ook at the

bi omarkers issues. This explains to you
how a statistician would approach the
question of, can | address this issue.

| did alittle bit of background on Type
1/ Type 2 area. A little bit about
NOELs. Then | went to a paper by

(uncl ear) neasured the (unclear)
cholinesterase in that is red bl ood
cells, not plasma--that’s a m stake on
my part--so | could get an idea of the
variability. Then | broke that
variability into two different
conponents: the inter-individual
variability and the individual
variability, that is, within the

i ndi vidual variability, and that is
conpletely out of the sky on ny part.
There’s absolutely no justification of
what | did, because | don’t have data

t hat suggest either way what it is.
Fifty percent of the variance was given
for cross individuals, fifty percent of
t he variance was given for within

i ndividuals. That's how | broke it up
here. Then | asked the question: If |
do a study of a particular size, what is
the probability that | would see an
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1 effect of the magnitude at the top of

2 this Table 1?7 So, for exanple, if | did

3 a sanple of size 10 people, and | took

4 bl ood before | did the sanple, and

5 conpared that agai nst the bl ood

6 measurenent |ater on, and that bl ood

7 measurenent was predicted to be a 50

8 percent drop in the acetycholinesterase

9 level, I'd stand 100 percent chance of

10 detecting that in those 10 individuals.

11 The power is one. There s absolutely no

12 chance | wouldn’t mss it. But if |I was

13 | ooking for a 10 percent change, then

14 the chance that 1'd see it, is only 56
h 15 percent, so there’'s a 44 percent chance
z 16 that I won’'t see it. So, in terns of

17 NOAELs and NOELs, if they were solely
m 18 based upon statistical argunents, which

19 | know they are not, then you' d stand a
E 20 44 percent chance of calling that 10

21 percent drop a NOEL, when it’s really
:’ 22 there. And such is through the entire
U 23 table. You can see that as you | ook for

24 smal | er and snal | er changes, you get
o' 25 | arger and | arger sanple size required
n 26 to achieve what is normally referred to

27 as a nomnal statistical power of about

28 80 percent. That’'s what we generally
m 29 target. Now, the proper way in which
> 30 human studi es are generally desi gned,

31 are to, you decide on the effect you'd
-l 32 like to see. If you'rereally trying to
: 33 predi ct something, like a netabolism

34 rate, then you get an estinmate of what
U 35 you' d think the nmetabolismrate would be
u 36 and sone concept of what you think the

37 vari ance woul d be, and there are ways of
q 38 doing that fromanimal data, certainly.

39 [end of tap]
ﬁ 40

41 O the nmean, then you' d take that
n- 42 variance and the other estimte and you
Ll 43 can cal cul ate those sorts of things in

44 the sane way |’'ve done it here. So you
m 45 can again design a study so that you can

46 account for the variance and know how
: 47 accurate you are in the estinmation of a

48 paraneter. In terns of the question: Is

BaskervilleTranscription, Vienna, VA
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1 it ethical to, why would we do | arger

2 studies in humans than we would do in

3 animal s? That’'s the question at hand

4 here. Part of it is that in aninmals,

5 when we do these types of studies, we

6 | ook at a lot nore end-points. So,

7 that’s hard to reflect in these tables

8 because the anal yses is done on a single

9 end-point at a tinme. But generally, in

10 the ani mal s, thensel ves, we not only

11 | ook for biomarkers of affect but we're

12 actually looking in the tissues and

13 we're seeing the effects. And that

14 i ncreases our ability to believe that we
h 15 have or have not seen an effect. So
z 16 that’s part of the issue. The second

17 part of the issue is, since you can't
m 18 really define a No Observed Adverse

19 Effect in any study—-EPA knows ny
E 20 feelings on NCELs and |l ow Ls, and their

21 use in risk assessnent, it’'s especially
:’ 22 inmportant in a human study to define
U 23 what you're trying to find. And so, If

24 | were designing a study to inprove the
o 25 ri sk assessnent, and say really, there's
n 26 no effect here, I'd first go to ny

27 medi cal consul tants and say, what change

28 in the acetycholinesterase is not of any
m 29 clinical inportance? And if they told
> 30 me 10 percent, then 1'd ook at this

31 paper right here, and |1'd say ok, then
- 32 we need to do roughly 50 people. If we
: 33 do 50 people, we’re guaranteed

34 sufficient statistical power that if
U 35 this exposure exceeds 10 percent, we
u 36 will see it. And that’s how you woul d

37 define it, to avoid this question of
q 38 NOELs and | ow Ls. You’ ve defined the

39 scientific endpoint as a clear target,
ﬁ 40 then you try and avoid that target to be

41 able to make sone cl ear statenent about
n 42 not seeing it.
LU S

44 DR. KENDALL: That’s well put. Dr. Fiedler does that
m 45 satisfy your proposal this norning of

46 the issue of the science, the
: 47 underlining science? k. Does this add
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to this particular point? Dr.
McConnel | .

Yes, | would just say that maybe to
short-circuit this thing alittle bit
for our report, is that, we’'ve
identified that the science has to be
satisfied before the ethics are
satisfied. And that, rather then
getting into specifics of how to address
that science, it would be better left to
t he Agency and whoever’s |l ooking at this
data. Hopefully before it’s ever done.
Before it’s ever submtted, and I'I| get
to that later, then the specifics here.

| think the concept is well taken that
the data has to be scientifically sound
or it’s not ethically and justifiable.
We’ve said that already. And | think
that’s what Chris is speaking to and the
nunbers are going to depend on the
endpoint that you re after, the
variability of that endpoint, etc., and
" mnot sure that hel ps us to be
worryi ng about what that specific
endpoint is at this point, although
appreci ate the exanpl e which points out
the problemthat the Agency wi |l have.

| think the point is: is that we nust
define appropriate scientific endpoint
that we can justify with appropriate
statistical and experinental design
under pi nning, so we can defend it
ultimately. But Dr. Meslin, did you
agree that the science needs to precede
the ethics?

You’' ve may have detected ny head shaki ng
side to side versus the up and down.

| detected sonething. | want the issues
on the table. Right now, this is our
hour .

| would only ask the commttee to

consi der one of the inplications of
that. Which is if you assune that
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1 sci ence stands al one and can answer only
2 to itself as to what is or is not
3 appropriate, and then afterwards one
4 t hen ask whether what we’ ve al ready
5 decided is scientifically acceptable now
6 passes ethics nuster you're setting up a
7 kind of--you're setting up a situation
8 in which the ethics always seened to be
9 secondary and an additional hurdle to
10 traverse. | don’'t object to the
11 principle that’s been stated, but |
12 t hi nk what we’ ve heard al ready supports
13 a viewnore |ike, science and ethics are
14 jointly necessary.
h 15
z 16 DR. KENDALL.: Absol ut el y.
17
m 18 DR. MESLI N: And the selection of both the
19 nmet hodol ogy, sanpl e size, outcone
E 20 measures, all have ethical parallels.
21 They have reasons in ethics as well as
:’ 22 in science. So | support what the
U 23 conmi ttee has been sayi ng regarding
24 Chris’ suggestion. But I'monly
o 25 slightly concerned that the tone of that
a 26 recommendati on or that |anguage, would
27 | ead your audi ence to the m staken
28 i npression that science is always far
lu 29 nore inportant, because we’' re addressing
> 30 it first and spending our time, and then
31 we'll get to the ethics when we can
- 32 which tends to be titrated down to
: 33 things |ike consent fornms, and |RB
34 review, which we seen in other areas of
U 35 human subj ects experinentati on becone
u 36 rat her procedural in nature.
37
t: 38 DR UTELL: You know, | think going back to Sam s
39 introductory remarks this norning. He
ﬁ 40 said it alittle differently then Gene
41 did. But | think we’'re on the sanme wave
n 42 | ength, when, if |I’mquoting you
m 43 correctly, | think you said bad science
44 i's unethical.
V) -
46 DR GOROVITZ: | think |I said bad science is always
: 47 unet hi cal .
48
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1 DR UTELL: And that. | think we want to avoid sort

2 of the diagramthat puts science here

3 and ethics here. But that comrent

4 really supercedes all of this. Bad

5 science, you just can’'t nmake a case for

6 it and again, alittle differently

7 stated than Cene.

8

9 DR. MCCONNELL: But that’s also true for animl studies

10 as well as human studi es.

11

12 DR, UTELL: Oh, absol utely.

13

14 DR KENDALL.: Dr. Fiedler nentioned this norning that
h 15 science and ethics are intertwined. In
z 16 that realm | think that’s an issue that

17 we need to affirmor not by this
m 18 committee because it was really, to a

19 | arge degree, the breakdown of the
E 20 ethics issue that probably brought us to

21 this next neeting then, was the basic
:’ 22 i ssues of power anal ysis anong ot hers.
U 23 So to ne, this is an extrenely inportant

24 point and | wanted to be sure that Dr.
o' 25 Meslin and Dr. Fiedler could conme to
n 26 sone agreenent on that.

27

28 DR FI EDLER: | think we are. | think the only thing
m 29 | was thinking when you were talking. |
> 30 don’t know what this characterizes is

31 that: This science is, a good science is
-l 32 necessary but sufficient. And so then,
: 33 you go.

34
U 35 DR. KENDALL: Dr. Portier, you had your hand up. It’s
u 36 ok. Alright, Dr. Needl eman, you're

37 going to get a gold star for your
q 38 patience and |1’ mgoing to need to ask

39 you to be a little bit nore patient.
ﬁ 40 What woul d you do in ny case? Marsha

41 Mul key, the Director of the Ofice of
n- 42 Pesticide Prograns has asked to address
m 43 the conmmittee. And I'd like to

44 acknow edge--1 nean to have her here and
u} 45 setting through this entire panel

46 di scussi on.
= B
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1 DR. MJLKEY: Al | really need to do is correct

2 sonmething | said this norning.

3

4 DR. KENDALL: Way don’t you do that.

5

6 DR, MULKEY: k. 1'Il try and make it very brief.

7 really regret interrupting the flow

8 because obviously the flow of your

9 di scussion is what we cane for. But |

10 gave at |east a too fast one, or perhaps

11 an incorrect answer to Dr. Portier’s

12 guestion this norning about Adverse

13 Ef fects Reporting. The obligation that

14 pestici de conpani es have to report
— 15 Adverse Effects is very conplex. It’'s
z 16 set forth in a whole set of regul ations

17 at 40 CFR 159. And, wth respect to the
Ll 18 duty to report a toxicology study. |If

19 t he toxicology study shows any effect at
E 20 all, and it’s the first one, you have a

21 duty to report it, first occurrence of
:’ 22 that effect, first study. Subsequence
U 23 studies that are in effect envel oped by

24 the first reported study woul dn’t have
o 25 to be reported. However, if the
n 26 subsequent study were in a different

27 species and there was an effect, whether

28 or not envel oped by the first study, it
lu 29 woul d have to be reported. A study
> 30 whi ch had no observed effect would not

31 have to be reported probably. Now the
- 32 rules are susceptible to a fair anmount
: 33 of heavy reading and enforcenment cases

34 sonetinmes could be debated. So they're
U 35 not real sort of absolutely, ipsi-dix?,
u 36 all you'd have to do is look. But I

37 think I left the inpression that any
q 38 toxicity study would have to be reported

39 regardl ess of results. | think that was
ﬁ 40 i naccur at e.

41
n 42 DR. KENDALL.: Dr. Portier.

43
m 44 DR PORTI ER The ethical question | was getting at,
m 45 at the tinme, we were discussing rules

46 concerni ng what should be reported to
: 47 EPA in advance of doing the study or not

48 i n advance of doing the study. And ny
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concernis, interns of, if we find any
studies that are ethical or potentially
ethical and give guidelines for it, that
if those studies are not reported in
advance to EPA that they will be done.
That EPA may not get studies, that in
fact potentially have sonme positive

ef fects and hence, you' d be seeing a

bi as set, and by accepting the bias set,
you may in fact spawn further studies of
bias sets. And that’s ny concern about
whet her or not those will be reported to
you or not. It all are reported, it’'s
not an issue. |If the reporting is a
subset, it could be an issue because you
could in fact spawn nore studi es and
that would definitely be a non-ethica
poi nt of view by the Agency.

It’s a conplicated arena. But | believe
that the inpression | left was that al
studies had to be submtted regardl ess.
A nore accurate inpression was that our
interpretation of the duty is, any study
that showed an effect in a new species
or in an existing species that had not

al ready been reported at that |evel or

hi gher, woul d have to be reported.

Very good. Dr. MConnell.

Just a quick one. But, in terns of your
core studies that you require for

regi stration, be they negative or
positive, that data has to be submtted,
correct?

It has to be submtted, but in theory,
mul ti pl e versions could be conduct ed.
And that’s what Dr. Portier was
concerned about. And what |’ m saying
is, if multiple versions were conduct ed,
any that showed an effect greater than
the one submtted would al so have to be
subm tted under those rules.

Very good.
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1 DR MULKEY: K, thank you.

2

3 DR, KENDALL: Any further points of clarification for

4 or questions

5

6 DR, MULKEY: Thank you. Alan, thanks a lot for

7 allowng me to interrupt.

8

9 DR, KENDALL: Absol utely. Absolutely. Dr.

10 Needl eman, thank you. The floor is

11 yours.

12

13 DR. NEEDLEMAN: Sure. |I'mjust going to take a couple

14 of mnutes to go over sone of this
h 15 stuff. 1'mnot a statistician, but
z 16 power analysis is part of ny bread and

17 butter. | do it all the time in grant
m 18 applications and witing papers, etc.

19 It’s a very inportant consideration.
E 20 It’s relatively new Twenty-five years

21 ago if the psychol ogi st wanted to study
:’ 22 subj ects, he’'d grab a handful and bring
u 23 theminto the lab and run his test.

24 Same thing with the nunber of animals.
O 25 It wasn’t until the 70s nmaybe that the
a 26 i ssue of Type 2 errors began to be

27 raised. Type 1 errors is false

28 positives. Accepting things as real
lu 29 that are not real, much nore negl ect was
> 30 paid to fal se negatives, mssing effects

31 that are there. And in the 70s, Jacob
- 32 Cohen and others began to wite about
: 33 this and people begin to | ook at power

34 anal yses. And now, you cannot get a
U 35 grant accepted by a review ng body
u 36 wi t hout doing a fairly sophisticated

37 power anal ysis and many papers wll not
q 38 be accepted without one. The power

39 analysis is fixed by three things: The
ﬁ 40 size of the effect, the al pha |evel,

41 (that is the false positive rate that
n 42 you set in the beginning), and the
m 43 nunber of subjects. |f you have any

44 two, the other one is determ ned. Now,
m 45 the effect size is the critical thing |

46 want to focus on. How big is the
: 47 unknown effect of a toxicant? |If, as

48 Sam CGorovitz said, it’s a strong effect,
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you don’t even have to do statistics.

If it kills half the people in the room
you don’t have to do a Ky-square? or a
T-Test. If it’'s a 10 percent effect,
you probably don’t have to do anyt hing.
It’s visible to the human eye. But
there are very small effects that have
enormous health significance. Bernie
Weiss and | have both witten on this.
If the 1Q shifts due to |low |l evel |ead
exposure is 4 points at the nedian or at
the mean, that’s inpossible to see in
the distribution of people. You have to
do | arge scal e epi dem ol ogi ¢ studi es.
But that shift of 4 points increases the
rate of severe deficit from4 percent to
16 percent. There's a 400 percent
increase at the tale of the
distribution. So a small effect

di stributed across the population is
enornously inportant. It also, by the
way, reduces the nunber of people at the
top end of the distribution so that the
nunber of people with superior function,
| @ above 140 are reduced by 5 percent.
One of the effects of |low |level |ead
exposure maybe that it truncates,
deprives the society of 800, 000
brilliant children each year. Ok? That
was the approach | used in | ooking at

t he power analyses in this endeavor. |
have no idea of the effect size of this
exposure to cyrene-? or azinphos nethyl,
but I do know that if it were a 1
percent increase in the rate of deficit,
| " m tal ki ng about neur o-devel opnent al
deficit. If it increased it by 1
percent it would be virtually invisible
unl ess you | ooked very carefully with

| arge nunbers. Then | know that there
are 16, 358,000 children under 5 in this
country. If there was a 1 percent
increase, in the rate of deficit, that
woul d be 160, 000 chil dren who woul d be

experiencing the effects of that, | was
very liberal in calculating the power
analysis for this purpose. | said,

woul d accept a 1 percent increase in the
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1 rate as a detection level. And | had

2 made the assunption that in the

3 popul ation, the percentage of deficit is

4 about 1 percent. So then |I could ask,

5 how many subjects do you need to find a

6 1 percent increase, from1 percent to 2

7 percent in the human sanples? And the

8 tables are in the thing that I showed

9 you. There is a mstake in the table.

10 | used three authorities, Jacob Cohen,

11 Ji m Schl eshoman, and a statistical

12 package | have called Stat Power. In

13 t he Schl eshoman, it says, “define an

14 increase in the rate of deficit from.O0l
— 15 to .02 with an alpha of .1,” that's a
z 16 fairly generous al pha and the beta .1

17 requires 7,118 subjects in each group.
m 18 That’s wong. [It’s 2,518. You do not

19 need 14,036 subjects to define it. You
E 20 need 5,036 subjects. Just 2,518. And

21 you see that’s in very nice agreenent
:’ 22 wi th ny package. Then taking the nunber
U 23 of subjects in nost of the studies that

24 M. Carley sent to ne 10, 50, |
o' 25 cal cul ated the power to find an increase
a 26 in 1 percent. And you see for 10

27 subj ects, the power to find an increase

28 in 1 percent rate of deficit is .15.
lu 29 For 50 subjects, it’s .22. Now that’s
> 30 as if you had a bow of marbles, and you

31 had 100 marbl es, and 80 of them were
- 32 white and 20 were bl ack and you reached
: 33 in what is the odds of finding the

34 effect? It would be 2 in 10. Twenty-
U 35 two in 10. Is that acceptable? Not on
u 36 your life. And so, | concluded from

37 this, as | was a co-chairman of an IRB
q 38 at the Children’s Hospital in Pittsburgh

39 for a couple of years, and we said that
ﬁ 40 if a study was not effective it was

41 unethical. That a study which has a
n 42 power of .15 or .22 to find an effect,
m 43 is by definition inadequate and

44 unet hi cal .
V) -

46 DR. KENDALL: k. Dr. Ellis.
= I
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1 DR. ELLI S: Thanks to Dr. Needl enan for that
2 anal ysis and ny response from a
3 regul atory perspective is first to
4 salute himas a IRB chair because he was
5 exactly right. The regulations used
6 these words: That in order for an IRBto
7 approved such a study, risk to subjects
8 must be m nim zed by using procedures
9 whi ch are consistent with sound research
10 desi gn.
11
12 DR. NEEDLEMAN: Yes.
13
14 DR ELLIS: It's very sinple.
15
E 16 DR. NEEDLEMAN: Let me read one thing that | neant to
17 before and that is, fromone of the
Ll 18 studies that the registrant submtted.
19 It’s azi nphos-nethyl | NVERESK. And
E 20 under statistical nmethods it says, and
21 t hey have good statisticians at
:’ 22 | N\VERESK. A sanple of 50 subjects, 10
U 23 in each dose group was consi dered
24 appropriate for the study of this type.
o' 25 No formal sanple size was done. |It’s
n 26 i nexplicable why a group with this
27 anmount of talent and resources didn't do
28 a sanpl e size.
LI B
> 30 DR KENDALL.: Point well taken. | think that’s one of
31 the areas that Dr. Fiedler nentioned
-l 32 this nmorning, in terns of the power of
: 33 t he experinental design. May | be so
34 bold to step back a little bit, but not
U 35 atiny bit. To think about what are
u 36 sone of the things we are encouraging to
37 EPA, as we are an advi sory panel and
q 38 have the opportunity to provide advice,
39 so on. And perhaps just to offer this
ﬁ 40 based on Dr. Gorovitz's very el egant
41 presentation this norning to enhance the
n 42 operational clarity related to the
Ll 43 proposed recei pt of data involving human
44 testing of pesticides. Qur conmttee
m 45 encour ages the advancenent of public
46 heal th and encourages strongly to stay
: 47 within the boundaries of ethics on the
438 experinmental test proposed based on good
BaskervilleTranscription, Vienna, VA
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science. To nme that gets after the

i ssues. And we’ve defined, in many ways
al ready today, the ethical boundaries,
and a lot of it surrounds itself in
appropriate experinental design, such
that one could achieve a result based on
a hypothesis within reason with the
resources applied to it, and at the sane
time utilizing a subject and the process
of that experinment. In other words, we
didn't waste our tine. And waste or
potentially harm people w thout the
potential to get a positive result. Ck.
So this statenent Dr. Gorovitz, was

par aphrased fromyou al nost verbatim |
tried to capture it. But fundanentally,
we want to encourage the advancenent of
public health. But, at the sane tine,
we are strongly encouraging, Dr.

Needl eman, that we stay within the
boundari es of ethics on the experinental
test proposed based on good science.

And so, to ne that just waps it
together. We still have sone issues to
tal k about, because | haven't heard
anybody say today that they are opposed
under all circunstances, any |evel of
human dosing of any | evel or any tine,
under any situation. Nobody stated that
so far today. What we’ve stated
consistently is, that there nust be
boundaries and justification, and it
must be based on good science and it
must have appropriate paranmeters which
are ethical and regul atabl e and
validate. And so that’s why | go back
to the statenent | just made in the
context of Dr. Gorovitz, the
presentation this norning. One of the
things that is an issue is the

i ntentional dosing of neurotoxic agents,
that Dr. Needl eman has raised early,
anong others, and | think we need to
tal k about that. But | haven’t heard

t oday, said, that under no circunstances
shoul d one never consider any |evel of
human testing in the context of an
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experinmental process with pesticides.
O, Dr. Corovitz.

You just restated a point of view,
essentially in the spirit of what | said
early. | sinply want to be explicit
about the fact that I’mnot content with
that | evel of generality. Especially
when we tal ked about good science. | am
not content.

W& under stand t hat. W& under st and.

To the agencies or to the scientists,
were we in a situation where we had |l ots
of leisure tine to explore the issues,
woul d want to argue not just that
scientific judgenent and ethi cal

j udgenent nust be cont enporaneous and
parallel, but that one can't really

t horoughly di sentangle them And, that
even the evaluation that a piece of
science i s good science is in sonme ways
ethically | aden judgenent. That said,
want to make sure that our report is
explicit in saying sonething substantive
about what appropriate sanple size
means. Not an algorithmthat will allow
t he cranki ng out of a nunber, but sone
illustrative exanpl es of what we

consi der not satisfactory, what we

consi der exenplary. |If we just say good
science requires interrolia? appropriate
sanpl e size for the purpose, then we’'re
not providing a |level of specificity in
gui dance, that | feel an obligation to
provide. | think we need to say nore
about what that nmeans to us
specifically.

Well, | think we have.

We have here.

Exactly. And | accept you comments.

|’ m | ooking for the building bl ocks of

consensus. And there’'s a |lot nore
consensus here than | thought there was.
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| believe there was a | ot. But it’'s
substanti al .

The necessary things that were said, |
want themto show up on the page.

k. Now in the neantinme, around these
wor ds, we’ ve been hanging definition.
W’ ve been tal king about good science,
about power anal yses, about appropriate
hypot heses that are tied back to the
data coll ection process. Al these

i ssues should surface and wll surface
in the Section 3.2, Dr. Fiedler. W’ ve
tal ked about the issues of age
differences. W’ve tal ked about many of
t hese i ssues and the inportance of the
intertw ning of science and ethics, Dr.
Meslin. So, | really feel that we, as a
commttee, are hanging the criteria and
t he boundaries on these words and wi ||
attenpt to do so in nore clarity and
nore transparency when we draft this
next iteration. Dr. Kahn, you had, Dr.
McConnel | .

Gene’ s being waiting | onger.
That’s fine. Dr. MConnell.

| would just like to ask us to try to
answer the question about whether what
we’'re tal king about here is any

di fferent than any other kind of
research. Because everything you ve just
said, and really what Sam said, applies
to bionedi cal research generally. And
if that’'s where we going, then let’s
just say that. There's |ots of

di scussion and lots of regulation, lots
of information out there about how to do
good research on peopl e.

Well, we've identified al ready that
there apparently are an appropriate and
unsubstanti ated research projects comn ng
forward, to ask a question with a we
don’t know what the right answer and/or
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1 guestion was, Dr. Needleman. That’'s the

2 poi nt .

3

4 DR KAHN: Let me just push the point a little bit

5 and say is this like everything el se or

6 isit different? And if it’s different,

7 howis it different? Let’'s try to

8 answer that as a group.

9

10 DR KENDALL.: Vell, we’'ve identified it’s different

11 because . ...

12

13 DR, KAHN: Let’s be precise and on the record if we
h 14 can, and maybe you're going to do that.

15
z 16 DR. NEEDLEMAN: I'mgoing to try. It’'s different.

17 W’ ve heard sonet hi ng about all
Ll 18 chenmicals are the sanme, this is not

19 true. This is a nolecule designed to
E 20 kill nervous cells. It has a special

21 status for that reason. These are of a
:’ 22 famly, sone of the derivatives were
U 23 consi dered as nerve gases and they have

24 been enpl oyed as nerve gases. So that |
o' 25 think this exerts a cautionary
a 26 princi pal that you cannot ignore except

27 at ethical peril. You nust be very

28 careful about this.
LI B
> 30 DR, KENDALL: That’s well put. Dr. Reigart, |I’'m going

31 to ask your comment on that in a mnute.
=] R Dr. MConnel .

33
: 34 DR. MCCONNELL: Yes. | think that there’s sonething
U 35 that needs to be put on the table here.
u 36 | think, with all due respect, Herb,
q 37 that you’ re focusing on OPs.

38

39 DR. NEEDLEMAN: \When people say with all do respect, |
ﬁ 40 get ny gun out.

41
n- 42 DR. MCCONNELL: Yes, | do too. But anyhow, focusing on
Ll 43 OPs whi |l e understandabl e, is not what

44 this meeting should be about.

45
m 46 DR. NEEDLEMAN: When | was invited on the commttee, |
: a7 was given a piece of paper and it said
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1 you start with the hard ones first. The
2 or ganophosphates. Is that not right?
3
4 DR. MCCONNELL: No. | nean, |I'mtal king conceptually
5 usi ng human studi es for the Agency.
6
7 DR. NEEDLEMAN: I'mtrying to answer Jeffrey Kahn's
8 question about are these different than
9 other chemcals. And | said yes.
10 O ganophosphates are a different kind of
11 chem cal .
12
13 DR. MCCONNELL: Well, | think they are a different kind
14 of chem cal but not specifically in
h 15 regard to risk. Cbviously you and |
z 16 | ook at that differently, particularly
17 at lower levels. But |et nme suggest
Ll 18 sonet hing here. Wth regard to what Dr.
19 Gorovitz’'s was presenting and Dr.
E 20 Portier on the right nunbers of people,
21 and how powerful this needs to be, |
:’ 22 think all of that is very pertinent and
u 23 important, but | think it may not be
24 inmportant for this nmeeting other than to
o' 25 say, those things need to be consi dered.
26
(a] 5
W 28 DR. NEEDLEMAN: Great.
29
> 30 DR. MCCONNELL: And if | were the Agency, | would have a
31 separate neeting where | address those
-l 32 particul ar kinds of issues to give the
: 33 power to these different endpoints that
34 you're interested in. Second, | think
U 35 that if you re |ooking for
u 36 recomendations to the EPA as you
37 suggested, part of this would answer Dr.
q 38 Gorovitz's concern, is that: Possibly
39 t he agency shoul d devel op a paradi gm
ﬁ 40 simlar to what’s used in FDA. And that
41 is, before any of this data is
n- 42 generated, that the protocol and what
m 43 have you, would be submtted to the
44 Agency to |l ook at both for scientific
m 45 reasons and ethical reasons and is the
46 data even needed. | think if that had
: 47 been done, prior to sonme of these
48 subm ssions that have been submtted, we
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1 probably woul dn’t be here today. It

2 woul dn’t be a problem So 1'd like to

3 see that in the report, M. Chairnman,

4 that we give sone positive input back to

5 t he Agency, other than just, we don’'t

6 know what to do here exactly. But we're

7 getting there as you say.

8

9 DR KENDALL.: No, we haven't said, we don’t know what

10 to do, | think this goes back to Dr.

11 Kahn's coment and Dr. CGorovitz, | don't

12 want to | eave this comment because Dr.

13 Needl eman and respond, Respond pl ease.

14
h 15 DR, GOROVI TZ: Jeff Kahn asked are they different? Dr.
z 16 Needl enan sai d yes, and gave one reason

17 why. | say yes, and | want to give a
Ll 18 conpl etely distinct reason why, and that

19 is this: Pharmaceutical products, when
E 20 t hey’ ve been tested and are put to use,

21 are put to use in very targeted ways, in
:’ 22 general, they are adm nistered
U 23 i ndividuals. Pesticides are

24 adm ni stered to populations, not to
o' 25 i ndi viduals. Now that seens to ne a
n 26 very inportant distinction between the

27 two and it has consequences for the

28 | evel of concern that we bring to bear
Ll 29 in the assessnment of risk. Because what
> 30 we can do with pharmaceuticals is ask of

31 each distinct individual patient, is
-l 32 t here anyt hing known or discoverable
: 33 about this person that suggests the

34 standard therapeutic intervention is
U 35 perhaps not prudent in this case. But
u 36 with respect to those things that are

37 rel eased into the environnent which is
q 38 what happens with pesticides, which is

39 why it’s an EPA issue not an FDA issue,
ﬁ 40 we cannot separate out the highly

41 suscepti bl e and the vary vul nerabl e.

n 42 They are in the population to which the
Ll 43 subst ances are administered and that’s a
44 fundanmental |y inportant difference.

45
m 46 DR, KENDALL: Excel l ent point. \What other differences
: 47 fromthe panel that would answer Dr.
48 Kahn's question. | think we as a panel,
BaskervilleTranscription, Vienna, VA
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1 the majority at |east, believe there is

2 a difference.

3

4 DR. MCCONNELL: Define. You nean toxicologically at

5 very very very |low | evel s where.

6

7 DR, KENDALL: The point is..

8

9 DR, MCCONNELL: I’m not sure you have a consensus.

10

11 Dr. KENDALL: Wll, that’s ok, that’s ok. W don’t

12 have to be in total consensus of this.

13 Because in our early discussion,

14 considering, setting aside just the
h 15 basi c principles of toxicology, just
z 16 setting that aside, just for a second,

17 we have defined that this issue, because
m 18 of the criteria already nentioned, is

19 one that probably resulted in multiple
E 20 nmeetings of this panel. Because we are

21 tal ki ng about products with qualities
:’ 22 t hat expose popul ati ons, a spectrum of
U 23 whi ch maybe very vul nerable. And |

24 think there’s a lot of concern for that.
o' 25 And then how do we create the data to do
n 26 the appropriate risk assessnment? |

27 think there’s been sonme concern for that

28 considering the products were being
lu 29 devel oped for marketabl e consequences
> 30 for profit making. Although there are

31 hi gh | evel s of benefits too, we’ve
- 32 identified that. Dr. Kahn, does that
: 33 start to get after these points?

34
U 35 DR KAHN: Those are two different things. | think
u 36 the last point you just made about the

37 consequences or the notivation for the
q 38 research i s somewhat different than do

39 we treat the subject in this research
ﬁ 40 differently or have different standards

41 for what counts as degrees of risks that
n- 42 we take to be acceptable.

43
e 44 DR. KENDALL: .

45
m 46 DR KAHN: But | think that that’s an inportant
: 47 point that you nmade to, which I'd like
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1 to talk about in sone nore detail if we
2 have tine.
3
4 DR, KENDALL: We're going to go after it right now,
5 because this is starting to get ne. |
6 think, listening to the commttee on
7 this because | think in drafts that Dr.
8 Rei gart brought forward and many ot hers,
9 is that, this does engage a sonewhat
10 different set of circunstances that are
11 maybe not exactly the sane as a
12 phar maceuti cal process devel opnent. Dr.
13 DeCeor ge.
14
h 15 DR. DEGEORGE: By comment clearly pesticides are
z 16 di fferent than pharmaceuticals. They
17 have different uses, as regulators we do
m 18 different risk assessnents. W don’'t
19 effect or allow theminto the
E 20 environment or into the exposed
21 popul ati on at non-effective |levels for
:’ 22 phar maceuticals. Wwo woul d want that?
U 23 Yet, we certainly don’t want the
24 pesticides in the human popul ati on at
o 25 effective levels in ternms of toxicity.
n 26 So yes, there are different regul atory
27 standards in terns of how you regul ate
28 the product. |’mnot so sure that
L 29 correlates wwth a different toxicologic
> 30 data set other than in pharmaceuti cal s,
31 you have controlled clinical trials and
-l 32 heal t hy, and actually not healthy in the
: 33 di seased targeted popul ati on, which you
34 t hen accept the specific risks for that
U 35 popul ati on. Now you don’t get that in
u 36 pestici des and hopefully you’re not
37 going to recommend that as a pesticide
q 38 testing. But, the fact is, that they
39 still are a chem cals, there are
ﬁ 40 phar maceutical s that never make it to
41 beconme or there are chem cals that never
n- 42 make it to becone a pharnaceuti cal.
m 43 They are neurotoxic. They are chem cals
44 t hat never becone a pharmaceuti cal
m 45 because they are cardiotoxic. All these
46 things go through a test process. |It’s
: 47 the safety of the assessment to coll ect
48 that initial data. Can you do it
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safely? Can you do it ethically? And
what, how are you going to use that

i nformati on and then judgi ng your risk
assessnment. |If you don’t think the
power size is big enough to nake a
particul ar determ nation, then clearly
you shouldn’t use that information and
maybe the study shouldn’t have been
done. But the distinction, and this is
sonething, | would say and naybe | side
wth Gene on this that the distinction
is that chemcals are in fact, all have
toxi cology. Al of themhave it and how
we use that information and how you
collect the relevant information for
human ri sk, maybe there are sone
different criteria in terns of, you
know, the |long term exposures, but for
these early studies, | questioned the
decision that you can’t do a particul ar
ki nd of test under any condition.

| think fundanentally those of us that
have studi ed toxicol ogy, the dose does
make the poison. However, what Dr. Kahn
is getting at, is that we maybe creating
risk for those that have no know edge of
that risk when we expose the popul ati on,
particularly the vul nerabl e conponents.
And we cannot target the pharmaceuti cal
delivery. W may, in fact, may never
have that opportunity in the context of

| arge scale applications. So, these are
sone of the issues, that | think has

el evated the concern of the commttee,
that it nmakes sure it’'s best science is
done regul ated by EPA, in order that we
hopefully reduce that risk as nuch as
possible. It’s in the boundaries of
ethics. Dr. Reigart’s been patient.
This is his area.

| didn’t put ny hand up before, but | am
now. It seenms to ne, in thinking, one of
the questions | asked when | wote this
little piece was, we didn't seemto
agree on when you shoul d adm ni ster

neur ot oxi cant s.
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We're not through with that one. W’ re
not through with that.

But, | think in a way that’s one of the
essential differences. 1In
pharmmaceuticals, we have tried to design
phar maceutical s that are not neurotoxic
and we’re | ooking for |ack of
neurotoxicity before we give it to human
volunteers. No pesticides are designed
as neurotoxicants. That’'s how they do
their jobs against the targeted pest.
And so there isn't a central difference.
W' re saying, ok, this is sonething
that’ s desi gned as a neurotoxicant, now
what dose can you give to people wthout
getting neurotoxicity, rather than
saying, we think this is not a
neur ot oxi cant, but we’'re going to
admnister it to humans to see whet her,
even though we think it’s not a
neur ot oxi cant, we see anong ot her side
effects, neurotoxic effects. So, |
think this is an essential difference
bet ween yes, they’ re our chem cals, but
in one case, we choosing themfor
absence of neurotoxicity and the other,
we choosing them for neurotoxicity, but
then trying to figure out how we get
away fromthat in people. And that, to
me’'s a real difference in what you're
attenpting with your toxicity studies.

Poi nt well taken.

By the way, one other SAP, this is not
SAB, this is a SAP, discussed the issue
of neurotoxic pesticides and

devel opnental neurotoxicity testing and
cane up several tinmes, the concl usion
that all neurotoxic pesticides deserved
a battery of tests which was new and
different, which is the devel opnent al
neur ot oxi ¢ testing.

That’s a good point. Dr. Fiedler, I'm
hoping you're listening real carefully
because, I'mreally going to count on
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1 you. Dr. Uell and ne, we’'re going to
2 | ook to you and Dr. Reigart to conme back
3 to this subject, along with Dr. Gorovitz
4 and Dr. Weiss, in the witten form And
5 | think too, just to nmake sure, for the
6 record, we understand all pesticides are
7 not necessarily neurotoxicans. W, as
8 part of the charge, and Dr. Needl eman,
9 you are correct, and the context that
10 t he organophosphates and the carbonates
11 being that their exertion of toxicity is
12 t hrough a nechani sm of concern to us
13 here or the |l ead ones related to sone of
14 t he questions and issues being faced by
— 15 EPA. But these are not the only ones.
z 16 And in fact, they are not the only ones
17 in the recent test. O, sone of you
m 18 remenber. Some of the recent submtted
19 test. But these seemto be the | ead
E 20 ones that have the rel evance, that gets
21 back to Dr. Kahn’s question: Are these
:’ 22 issues different? And they're
u 23 different. | think we're hearing maybe
24 not in total consensus, but we are
O 25 hearing, it appears to ne, that the
a 26 majority of the conmttee does feel
27 there’s sone at |east elevated
28 responsibility to address these
m 29 particular materials, in a way that may
> 30 be sonewhat nore intense than a standard
31 pharmaceutical test. Being that they
-l 32 are potentially exposing to popul ati on,
: 33 to agents that may have |atent effects,
34 as denonstrated in the literature by Dr.
U 35 Needl eman, that is of high degree of
u 36 et hical concern to our committee.
37
<< K DR KAHN: No, | like that. And I also like
39 Ral ph’ s point about what the side effect
ﬁ 40 in a pharmaceutical trial is the effect
41 in a pesticide. A very inportant piece
n- 42 that we ought to be articulative about.
43
e 44 DR. \EI SS: Wait, wait, wait, hold it, hold it
m 45 fol ks.
46
= Y DR KENDALL: Dr. Wiss and then Dr. Portier, you’ ve
48 been very patient cause you got...
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Let’s talk to what was said. | think
what Sam said earlier about the intent,
al though that’s very hard to specify, is
really the core of what we're

di scussing. As a matter of fact, a | ot
of drugs are designed to be neurotoxic.
Look at all the anti-psychotic drugs.
And in fact, organophosphate conpounds
are being used in the treatnent of

Al zheinmer’s Di sease. So we have the
sane cl ass of conpounds, in one context
bei ng used therapeutically for a very
serious disease, and in another context,
i ke in human vol unteers, the study that
anot her way for another purpose, and |
think that's part of a distinction we
have to make. Nancy was right. |
booby-trapped all of nmy exanples. Al

of those scenarios with questions that I
t hought woul d provoke the commttee.
That | think would illustrate for EPA,
the kinds of dilenmas that it woul d have
to resolve when it judges the

appropri ateness of human testing.

Dr. Portier.

You asked if anyone on the commttee
felt that all human testing of
pesticides was unethical. [|’mnot going
to make that extrene of a statenent,

Ron, but. ..

| said, | did not, | have not heard
t oday, any statenent along the |ines
that under all circunstances, there
woul d be no human testing with
pesticides. | have not heard that

t oday.

|’ma statistician. There's always a
smal | probability. There may be such a
case, | haven't seen it yet. So that’'s
what | wanted to say. M/ problemis,
we’ve spent a lot of time discussing the
sci ence and, sure, we want
scientifically valid studies. W spent
a lot of time tal king about the risks,
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1 that’s great. Two equal conpounds. One
2 a pesticide, one a pharnmaceutical,
3 exactly the sane potential risk to the
4 study population and it boils down to
5 the benefit. And we haven't discussed
6 the benefit at all, in terns of the
7 benefit to the individual in the study.
8 And again, I'ma statistician, | see
9 t hi ngs sonetinmes a |l ot nore black and
10 white than | probably should, but as |
11 read the Hel sinki Agreenent, | don’t see
12 it here. |I'mvery hard pressed. Very
13 hard pressed, to get past that one
14 requirenent in that protocol that there
h 15 has to be sone benefit other than
16 financial to the individual
z 17 participating in the study. And that
m 18 benefit can't be, as | read it, a
19 benefit to the general popul ation. That
E 20 is one of the preclusions. And if I'm
21 wong, |'mwong. | need sone
:’ 22 clarification on this. Because that’s
U 23 where | have a real problemw th these.
24
o 25 DR MCCONNELL: Can we go back to that. | thought in the
a 26 Phase 1 trials this norning, as you were
27 describing it, Dr. DeCeorge, that there
28 was exactly the sane issue, the
m 29 i ndi vidual volunteer--it’s not a benefit
> 30 to that individual. As you presented
31 it, it was to presunmably understand
- 32 manki nd or society as we go forward, but
: 33 | don't think it's very different.
34
U 35 DR. PORTI ER: That’s why | asked ny very specific
u 36 questi on about.
37
q 38 DR. MCCONNELL: But | thought it was addressed a little
39 bit this norning but...
ﬁ 40
41 DR. PORTI ER: Whet her or not the individual could
n- 42 potentially get the disease. Wat is
m 43 the essential benefit to the individual
44 in that situation, in the sense, that
m 45 they could eventually choose to take
46 that therapy to deal with the disease.
-] They’ re making the individual choice on
48 their own, that at sonme point, they
BaskervilleTranscription, Vienna, VA
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1 m ght see a benefit in this. Now find
2 me, even that sinple thread in this
3 case, where | can understand where this
4 m ght be of benefit to an individual and
5 t hey woul d choose to participate in such
6 a study, where they see sone benefit
7 that’s not financial, and I'Il be much
8 nore, much happier. But that’'s the
9 et hical i1ssue here.
10
11 DR. DEGEORGE: | have to reenphasi ze a poi nt about that
12 because clearly, nost of the tine
13 subjects in Phase 1 studies have no
14 di sease, and are unlikely to receive any
h 15 benefit fromtheir exposure they get at
z 16 that time. Beyond that, as | tried to
17 point out at the end, 9 out of 10
m 18 chem cal s put into humans, never becone
19 t herapeutic so they could never get a
E 20 benefit fromthat exposure, other than
21 the fact, that, eventually sone
:’ 22 t herapeutic may be di scovered to treat
U 23 t hat di sease and therefore hel p manki nd.
24
O 25 DR, KENDALL: Dr. McConnell, thank you Dr. DeCeorge.
26
ﬂ 27 DR. MCCONNELL: 1 think maybe I can give you a rope not
28 just a thread. You realize that this
lu 29 pesticide m ght be put on a piece of
> 30 lettuce, even if Herb eats it and he may
31 not be aware of it. But there is a
-l 32 potential that if you re this vol unteer
: 33 for this particular pesticide, and if
34 it’s used on lettuce, there’'s a pretty
U 35 hi gh probability that you m ght be
u 36 exposed to that pesticide, and I would
37 expect it would be a benefit to you, for
q 38 you to know what the potential toxicity
39 in humans is of that particular
ﬁ 40 pesticide. In fact, | think it cries
41 for know edge. If | or ny kids or ny
n- 42 grand kids, or...(end of tape)
43
m 44 | want to go back though to the benefits
m 45 and as |’ve seen Phase 1 Cinical trials
46 with human volunteers, | nmust say Chris
: 47 |’ ve never seen the volunteer that | can
48 think of who's forward to participate
BaskervilleTranscription, Vienna, VA
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DR, KENDALL:

DR GOROVI TZ:
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because he thinks the new drug for
hypertensi on nmay be the one that
ultimately he or she is going to benefit
from And | think on a sort of

i ndi vi dual basis as nuch as | don't |ike
the idea in certain sense of being
exposed to a neurotoxicant. The
possibility that woul d have sone benefit
to the individual | think it is probably
greater than it would wth a Phase 1
clinical problemnost of which as you
said don't go forward anyways.

Dr. Gorovitz.

| want to begin wth a request that
Gary, Eric, Jeff feel free and indeed
even eager to correct or respond to our
suppl enents of what |’ m about to say.
But it does seemto ne quite broadly
acceptabl e that people participate in
research where there is no reasonabl e
expectation that they will benefit
substantively fromthe results of the
research provided that there are
benefits to the research and that the

ri sks are acceptable and general quite
low. But |I also wanted to nention that
the standards for the ethical assessnent
research, the Hel sinki Code, the

gui delines from CFlIOMS (the Council for
I nt ernati onal Organizations of Medi cal
Sci ences), are at present very actively
under reconsideration and review. The
World Medical Association is in the
process of reconsidering whet her
contenporary tinmes require any changes
in the Declaration of Helsinki. What’s
pronpted this has been primarily the
recogni tion of the kinds of therapy that
are available for infectious diseases in
t he devel oped world, don’'t seemto match
the needs in devel opi ng countries where
there are epidem cs and there doesn’t
exi st an infrastructure or a budget that
makes possible the kind of therapeutic
responses that are common here. The
National Institute of Health is
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1 interested in this, the European

2 community, there is countries in Europe,

3 So the reason I'’mnmentioning this is

4 just to say | think we overly constrain

5 our own judgenent if we |ook at the kind

6 of black letter reading of a particular

7 cl assical declaration and say we’ ve got

8 to be aliteralist in interpreting this,

9 and nake sure that what we do squares

10 with that. Even as those who have

11 responsibility for those docunents are

12 recognizing that a literali st

13 interpretation is not appropriate. |

14 don’t nmean to be giving you a rope
h 15 because when | think about pesticides, |
z 16 t hi nk about the fact that pesticides can

17 be organic, they can be biol ogical, and
m 18 there is, | think, inadequate attention

19 to or investnent in the devel opnent of
E 20 nontoxi c pesticides. If we are really

21 concerned about the public health we
:’ 22 want to do whatever we can to facilitate
U 23 t hose kinds of devel opnents. But | do

24 think that it’s a mstake to |ock the
o 25 door because of particular phrases in
n 26 t hose docunents.

27

28 DR. PORTI ER: Let nme foll ow up then because its still
m 24 to me. Howdo I draw the |ine?
> 30 or how does EPA draw the |ine between

31 what’s beneficial to public health?,
- 32 whi ch is what Jean was tal ki ng about,
: 33 whi ch has nothing to do with benefit to

34 the individual or if it does it creates
U 35 sonme serious noral dilemmas for people
u 36 in control of public health about

37 deciding how far do | go and that’s ny
q 38 question here.

39
ﬁ 40 How far do | go in allowng arisk to a

41 popul ation for which | see no direct
n- 42 obvi ous benefit to establish a benefit
Ll 43 for the health of the public?

44 DR GOROVITZ: In response to that specific point and |
m 45 want to reiterate sonething that | said

46 at our previous neeting and that is, we
: 47 are dealing with issues which in the

438 | ast anal ysis require the exercise of
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DR KAHN:
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informed judgnent. W can’'t wite

al gorisns for these decisions. W have
to affirman array of values, illustrate
what we consi der exenplary nodels or
scenarios, and call for the bringing to
bear of informed and sensitive judgnent
in away which is itself is subject to
retrospective scrutiny. M own position
on that is you ve got to be absolutely
candid with subjects when you tel

peopl e they are going to ingest a crop
protection agent when what you are
actually asking themto do is eat
sonet hi ng designed to be toxic, you are
right at that early stage engaged in
unet hi cal behavior and so there’'s a | ot
that we can say that substantially solid
but where you draw the line that is just
how much risk in exchange for just what
sorts of benefits, there isn't an

algorismfor that. It isn't
guantifiable and that’s why its hard to
measure. But, | think we can say things

that take us in that direction that are
pretty solid like, its never acceptable
to be duplicitous in dealing with
subjects. Its never acceptable to be
coercive in corralling subjects. W had
last tine, a stunning exanple in which a
hal f of a dozen of enployees of a
conpany which had an interest in the

out cone used sone of its own enpl oyees
m srepresenting to themthe reality of
what was going on and they weren't even
enbarrassed about it. W really need to
put an end to the possibility of that
sort of thing but in doing so we are not
gonna be able to wite regul ations that
wi |l enable sonmeone algorithmcally to
determ ne whether the risk is | ow
enough.

What Sam just said. You said, Saml
don’t nean to throw you a rope, but
ropes can be used both to hang and to
save, and | think if we need to be
careful when the risk and the benefit
are split apart in the way that Chris
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1 was worrying about. And | think | nmade
2 this point the last tinme we net.
3
4 DR. GOROVI TZ: You did, yes.
5
6 DR, KAHN: That the acceptable risk is | ower when
7 the benefit doesn’t accrue to that
8 i ndi vi dual subject. |'msort of doing
9 the ethical calculation and so we can’t
10 allowrisk to be brought off with the
11 benefit to society. Lots of risks to a
12 smal | popul ation is outweighed by the
13 benefit to all of us. That’'s a recipe
14 for exploitation. As Samrightly points
h 15 out, there’s no sort of mechani sm by
16 whi ch you say this is too nuch and this
z 17 is enough but | think that’s the kind of
m 18 juggling we really have to do. You put
19 your finger onit and | think its sort
E 20 of how much risk is acceptabl e when we
21 are tal king about research which offers
:’ 22 no potential for direct nedical benefit
U 23 to the subjects thensel ves.
24
o 25 DR. Fl EDLER: Can | .
26
ﬂ 27 DR. KENDALL: Yes you can speak to that Doctor
28 Fiedler, and I think that will be very
m 29 difficult for this panel to determ ne
> 30 what | evel of risk would be acceptable
31 outside of the fact that we are
- 32 establ i shing sone paraneters we just
: 33 ment i oned.
34
U 35 DR, KAHN: ...\’ ve just said
36
m 37 DR. KENDALL: Kk we just said it, yeah. Gk, Dr.
<< K Fi edl er.
39
ﬁ 40 DR. FI EDLER: Well | don’t know that | agree with nuch
41 | ately, because |I think that in terns of
n 42 whet her a pesticide is different than
m 43 ot her chemicals is a problemfor ne
44 because | can think of for both exanples
u} 45 that were given | can think of exanples
46 where there are other things that have
: 47 been adm nistered to humans or given to
438 humans in research protocols or at a
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comunity-wide level. 1In fact ledis a
perfect exanple of a community being
exposed unbeknown to them at | evels and
we see toxic affects. So you can’'t
distinguish it on that basis. You can't
distinguish it on the basis of it being
a neur ot oxi cant because we al | ow peopl e

to drink al cohol and in fact in research

protocols al cohol is the positive
control to |look at the affects of our

out cone neasures. So that’'s certainly a
neurotoxi cant that’'s well known. And we

al so do a | ot of experinental protocols
where there is no benefit to the

subject. | sit on a lRP, | |look at them

all the tine and where we bal ance it is

that we | ook at risks and we say is this

mnimal risks. And | think as a

conmmittee, we have an obligation to at
| east give sone specific or guide, |’|
stop using that word, | know |’ ve used
it 100 times today, but sonme gui dance

about what are mnimal risks, what do we

consider, what in this body can be give
as exanples if nothing else, of mninm
risks. No, | agree, we can’t conme up
with an algorism That’s inpossible to
do for every scenario. But |I think we
coul d give sone exanples of m ninma
risk. And finally, nmy concern that cane
up last tinme and it conmes up this tine
is that you know we build a nouse trap
sonebody else is going to figure out a
better nouse trap or how to get around
it. | tried to trap mce wth peanut
butter, it didn't work worth a damm.
The point is that there are regul ations
and there’'s the Common Rul e and we have
the 1RBs and no matter what we | ay out
we can all haul out a bunch of exanples
of how peopl e have viol ated those and
are not approaching these things
ethically. | don't think that doing
nore of that is going to nove us ahead
because no matter what we say there wll
be viol ations because that’'s the nature

| think of human beings. So now we have

to just nove ahead assum ng that or
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1 hoping that if there are violations then

2 Gary Felkus will find out about them and

3 do sonet hi ng about them and we can

4 sinply operate, you know, as if people

5 are going to abide by the rules that are

6 l ai d out.

7

8 DR, KENDALL: You're feeling better now about...

9 M nimal risks, does the conmttee choose

10 to have a discussion on how to mnim ze

11 risks? Dr. Meslin.

12

13 DR MESLI N: I’mstill struggling with Jeff’s

14 chal l enge to the group and that the risk
h 15 of throwing an oar into this already
z 16 somewhat turbulent water. | would

17 suggest that it is about strategy to try
m 18 and draw the |ine between these areas

19 using a chemcal criterion |like
E 20 pesticide versus a pharmaceutical for

21 reasons that Nancy just gave. | think
:’ 22 it would be a bad idea to distinguish it
U 23 on any of the grounds that we’' ve heard

24 so far. Precisely because what we are
o 25 experiencing as a group i s exactly what
a 26 | RB's around the country experience on a

27 daily basis. Which is trying to make

28 ri sk judgenents on behal f of other
u‘ 29 peopl e who are not in the roomat the
> 30 time. Now the challenge that Jeff gave

31 us was whet her or not one could
- 32 di stingui sh between testing that goes on
: 33 in the pesticide and environment al

34 protection world at |arge versus the
U 35 testing that goes on with human subjects
u 36 in the nedical or bionedical world. Sam

37 and | had a little side bar at the break
q 38 whi ch I’ m happy to share ny portion of

39 it and Sam can correct ny representation
ﬁ 40 of his, but I don't know that there are

41 two easily separable worl ds--the EPA
n- 42 worl d and the HHS worl d so to speak.
m 43 Rather, | think that a nore appropriate

44 criterion to see whether there is any
m 45 difference is that there is sonething

46 nore of a graduated or progressive |ine
: 47 that is being drawn. \WWere on the

438 extrenme, everyone would agree that when
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1 you intentionally adm ni ster sonething

2 to sone person, whether it be a

3 pesticide or a Clorox bleach or

4 tonmoxi fin or anything el se that m ght

5 harm them and you are doing it for

6 reasons ot her than the intended benefit

7 of them and you are foll ow ng what we

8 m ght regard as the kind of clinical

9 trials paradigm or you are intending

10 using the Common Rul es definition to

11 produce generalizabl e know edge. You're

12 engaged in the human subjects activity

13 that requires disclosure, consent, |IRB

14 review, and many of the other procedural
h 15 and substantive research ethics
z 16 criterion that how Hel si nki and Cl OM and

17 the Common Rule and the I CH and any
m 18 ot her instrunment around the world

19 adopts. Now just to repeat, the point I
E 20 used was the direct adm nistration, the

21 intentional intervention into the life
:’ 22 of another person. The further you nove
u 23 away fromthat paradigm and this is,

24 | mgonna say with all due respect, but
O 25 it’s not to a person. It’s wth all due
n 26 respect to the EPA. They are relatively

27 new to this paradigm but for what we

28 heard from one of our public conmenters
Ll 29 before, this has been on the table since
> 30 1972. It’s a relatively new phenonenon

31 to be adopting the bionedical research
- 32 ethics nodel for pesticide testing. W
: 33 may be trying to shoe horn one into the

34 other. So | would suggest that a
U 35 heuristic exercise, if anything, the
u 36 committee may wi sh to consider sonething

37 nore along the lines that the further
q 38 you move away from a nodel of the direct

39 adm ni stration of a substance, into an
ﬁ 40 i ndi vi dual , which as Samand | said at

41 the break if you | ooked at two peopl e
n- 42 one who you were giving a pesticide in a
Ll 43 vile and ask themto drink it and the

44 ot her you are asking themto drink sone
m 45 chenot herapy netaphorically, you

46 woul dn’t be able to tell the difference,
: 47 as to whether you were testing them for

48 EPA purposes or testing themfor HHS
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purposes. But the further you nove away
fromthat nodel to the indirect
popul ati on based adm ni stration, the
nore you will have to make explicit in
your risk judgenents, in your risk
assessnments, those facts that are sinply
subj ective and in a sense specul ative on
behal f of the group and those which have
obj ective factual basis. | would submt
that there is at | east an enotive
response that Sam has descri bed when you
start tal king about the adm nistration
of a pesticide to an individual. It
doesn’t match up with the bionedica
nodel that we have been occupyi ng our
self with the |ast 30 years. The only
ot her point | would raise, which

t hought Sam m ght have gotten to but
didn’t when he gave his description of
the limtations of Helsinki, is that
there is an often stated, poorly
under st ood, but unfortunately relied
upon phrase called the “therapeutic

m sconception” that seens to exist in
research invol ving human subject for
peopl e who actual ly believe that they

m ght be getting a benefit because a
physi ci an or sonmeone wearing a white
coat is admnistering it to themwhen in
fact they may not be getting that

benefit at all. | don’t know whet her
the “therapeutic m sconception” exist or
even woul d be expected to exist in the
adm nistration of a pesticide. So those
are sone of the intuitive or enotive or
nonobj ective or non quantifiable
criteria that | agree with Jeff, we are
going to have to describe, for purposes
of the report but may not be able to
specify with an awful |ot nore detail.

If we do not only will here I'll step
out of ny requsal? role for a nonent,
both the National Bioethics Advisory
Comm ssion would |l ove to hear this
group’s definition of mniml risk. So
would the ICH  So woul d the Council of
Europe. So would the Counci | of

Bi oethics. So would every organi zation
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DR, KENDALL:

DR ELLI S:
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that’s struggling including Gary’s, to
make clear what the definitions are so
that researchers and IRB' s can properly
review and use them

Well put Dr. Meslin, well put. You wll
play an active role on this next draft.

| do want to say this, ny coll eague
here, Dr. Uell and | were tal king and
we as a group are going to develop this
next draft. That nust be affirned. It
won’'t be just individuals. Although

i ndividuals wll be having sonme

assi gnnments and sone subconmmttee work
etc. But we, as a group, will convey, |

t hi nk, the essence of this comunication
|’mconfortable wwth. There is sone

di fference of opinion related to the
aspect of pesticides versus other
materials and | think that’s fine.

think Dr. Meslin put it well, as we nove
further away fromthe nodel of the
direct control admnistration to an

i ndividual to a nore generalized
popul ati on exposure to a | arge degree
may not be able to regulate their
exposure. W’'ve created a little bit

di fferent paradigmwhich | think there
IS sone sensitivity to on this panel.
think that’s fine. W really appreciate
t he perseverance of the commttee so far
today. |It’s been inpressive. Dr.

Ellis. W are going to take a break
here in a couple of mnutes. Dr. Ellis
do you want to nmake a statenent.

Since you seem nonentarily |ost for
words, | was going to suggest you laid
out one extrenme to see how far our
consensus went. You said you haven’t
heard anybody say the objective or al
circunst ances and you had just about
everybody then, Chris wasn't sure he
could cling to it. WMaybe you could keep
goi ng work backwards with sone ot her
gradations. For exanple, you m ght see
how many people agree with this position
that there shouldn’t be hunman testing of
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1 pesticides as a default situation but
2 there are certain exceptions and then
3 it’s incunbent upon us to list the
4 exceptions. O it can back up further
5 and say, pesticide testing on human
6 beings is acceptable under certain
7 restricted circunstances. And so, those
8 are actually two different positions.
9 It is a statenent of policy by the EPA
10 what the default settings. No use with
11 certain exceptions or use under certain
12 restricted circunstances. And, if you
13 can get agreenent on one of those
14 positions then we have to wite what the
h 15 exceptions are or we have to wite what
z 16 the restrictions are.
17
m 18 DR. KENDALL: That’ s exactly where | was headed | just
19 didn’t know whether to do before the
E 20 break or after the break. | would like
21 to ask the coomttee, what is your
:’ 22 prerogative?
@] =
24 Br eak.
ORE:
n 26 DR. KENDALL.: | think we need a break. .
27
28 DR. MCCONNELL: 1 think you' ve got a consensus on that
m 29 one.
> 30 A A
31 DR FI EDLER: Yeah, right.
- 32
: 33 DR. KENDALL: | have twenty minutes to three. At five
34 of three let’s be ready to go. That’s
U 35 fifteen m nutes.
4 =
37 DR KENDALL.: Ok, this will reconvene our afternoon
q 38 sessi on.
39
ﬁ 40 DR UTELL: | think | see a conment or a question
41 fromEric.
0. Br
m 43 DR. KENDALL: Ok there has been some di scussion during
44 the break. Dr. Meslin you had your hand
m 45 up.
46
: 47 DR MESLI N: It just occurred to nme that as it was a
48 very hel pful discussion that we had j ust
BaskervilleTranscription, Vienna, VA
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1 prior to the break and that there seened
2 to be a | ot of good nonmentum  Sone of
3 which | suspect will find its way into
4 assignnments for witing. And rather
5 than sticking with the agenda, going
6 straight to seven, | wonder if the
7 commttee would feel put upon if we
8 broke earlier than the allotted tinme and
9 then broke up into appropriate groups
10 either for witing or planning for
11 witing something on the order of
12 breaki ng at 4:30 or so know ng t hat
13 peopl e have flight tinmes. Not that
14 everyone | eaves the roomat 4:30, but we
— 15 m ght make nore productive effort at
z 16 that tine.
17
m 18 DR. KENDALL.: | think it would be valuable if the
19 group could have a chance to have sone
E 20 witing time and to get together with
21 sonme of the subcommttees which we wl|
:’ 22 assign here in a few mnutes. That wll
U 23 be very valuable tinme. | really think
24 that over the next hour or so there is
o' 25 still a couple of critical questions we
n 26 need to discuss. | personally believe
27 that we will be able to discuss them and
28 the Dr. Meslin proposal could go under a
Ll 29 witing session seens warranted. Is
> 30 there an agreenment by the commttee
31 t hen?
- 32
: 33 MR. DORSEY: | think especially if we can, over the
34 next hour, just nmake sure we work
U 35 t hrough the issues that Routt had
u 36 rai sed, conme to sone general breaking
37 point, and identify our groupS. W are
q 38 certainly not going to wite the report
39 now, but if we can begin to have theSE
ﬁ 40 bul | et points where the working groups
41 have agreed that they understand what
n 42 they are going to conpose, | think that
m 43 woul d be a very val uabl e use of the
44 remai ni ng hour or so.
V) -
46 DR, KENDALL: There are a few things that we w |
: 47 follow up on. Dr. Portier had a point
48 he wanted to make, and | would like to
BaskervilleTranscription, Vienna, VA
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1 start off here by asking Dr. Ellis to
2 revisit the two points he nmade j ust
3 prior to our break.
4
5 DR ELLI S: K, let ne get a little background in
6 the regul ati ons of the Departnent of
7 Heal th and Human Services. There are
8 different fornulations for different
9 popul ati ons and so beyond the Comon
10 Rul e which is comon to 17 departnents
11 and agencies. The Departnent of Health
12 and Human Servi ces has additi onal
13 protections for children, for prisoners,
14 for pregnant wonen, and so forth. And
h 15 partly because they were witten at
z 16 different tinmes, partly because the
17 subject matter differs, there’'s
Ll 18 di fferent constructions. So for the
19 i nvol venent of prisoners in research
E 20 under HHS rules, there's the flat out
21 statenent that prisoners shall not be
:’ 22 i ncluded in research supported by this
U 23 departnent with certain exceptions. For
24 pregnant wonen for children, the
®] fornulation is a little bit different.
a 26 There is the general sense that these
27 i ndividuals can be in research with
28 certain restrictions. Those are two
m 29 different stances. The default setting
> 30 is inmportant. It has synbolic but also
31 real nmeaning and there’s two
- 32 formul ations | proposed before the
: 33 break. Just to restate it is, for EPA's
34 pur poses that the human pesti ci de
U 35 testing not be done with certain
u 36 exceptions. O another fornulation is
37 t he human pesticide testing is
q 38 accept abl e under certain circunstances.
39 And either one of those requires us then
ﬁ 40 to define either the exceptions or the
n. 41 certain circunstances.
42
m 43 DR. KENDALL: Wuld the commttee choose to discuss
44 t hose two proposal s? Do you want
m 45 di scussi on?
46
-] MR DORSEY:  Sure.
48
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1 DR. KENDALL: Yes | do Because, | think the rubber has
2 met the road, Dr. Needl eman. And then
3 "’ mgonna go to M. Carley and Dr.
4 DeCGeorge about an issue related to how
5 we are approachi ng pesticide versus
6 nonpesticide issues. So what is your
7 response, Dr. Needl eman?
8
9 DR. NEEDLEMAN: Well if | wanted to follow Dr. EIIlis’
10 instruction | would say, that human
11 testing for pesticideS cannot be done to
12 establish an NOAEL. The reason is that
13 you require 2,500 subjects in the group,
14 mnimlly...
h 15
z 16 DR. KENDALL: | think we’ve generally agreed upon that
17 in ny recollection
LLI
E 19 DR. NEEDLMAN. Ok is that acceptable?
20
21 DR. KENDALL: Yes, | think we agreed on that already
:’ 22 as a group.
@] =
24 DR. NEEDLEMAN: Fine, |I'’mvery happy. There was so nuch
o 25 phi | osophy floating around on that.
26
ﬂ 27 DR. GOROVITZ: But its not toxic.
28
Ll 29 DR. KENDALL: | think we agreed on that but according
> 30 to Dr. Ellis’s. Mre generally Dr.
31 Needl eman, do we, as a commttee,
-l 32 support the proposal of there will be no
: 33 pesticide testing except under certain
34 exceptions or there will be pesticide
U 35 testing that only follows certain
u 36 gui del i nes?
37
q 38 DR ELLI S: And | can accommodate Dr. Needl eman’s
39 i nterest specific case under either
ﬁ 40 formul ati on.
41
n- 42 DR. KENDALL.: k. | mean what's the nood of the
Ll 43 conmttee? Right now we're setting the
44 tone of the report and that was so
m 45 i nportant to us before. The tone of the
46 report reflect the deliberation of the
: 47 commttee. So not being heard now
BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814 152




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

DR MCCONNELL:
DR, KENDALL:

Bot h speaki ng:

DR, MCCONNELL:

DR, KENDALL:
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i nfluences the tone of the report. D. M
Yeah | prefer those second options.
Whi ch is what?

VWhich is perm ssive with certain
restriction.

Right. And as part of those restrictions
| would say if there s adequate human
data avail able, | see no reason why one
shoul d go ahead and do ot her human
studies. Second, if human data can be
obt ai ned of equal quality through field
studies | guess you call them exposure
studi es, those probably you woul dn’t
want to do any human vol unteer studies
in such a case. However | would kindly
encourage study in human vol unteers of
pesticides that are not on the narket
now but which are intended to be on the
mar ket, prior to marketing them for the
very reason that | don't want to expose
peopl e unless | know a | ot about that
chemcal. Fourth, | would say that you
woul d use human studies if there are
significant data gaps which | think
fulfills the question of conpelling that
woul d add to a risk assessnent anal ysis.

Those are sonme of the restrictions
proposed. Oher restrictions can the
comm ttee support this approach. 1In

ot her words we are noving in a direction
that the commttee woul d encourage EPA
to accept human testing of pesticides
only with certain restrictions including
ones that are already nentioned by Dr.
McConnel | and Dr. Needl eman, and ot hers.
And we’ve tal ked about these and Doctors
Fi edl er and CGorovitz and Wi ss and
Reigart will begin to articulate this
with all of us involved as to what those
criteria are and we’ ve tal ked about them
today. | don't want to go over them
again. Dr. Kahn.
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DR. KAHN:
DR. KENDALL:
DR. KAHN:
DR. KENDALL:
DR. KAHN:
DR. \WEI SS:
DR. KENDALL:
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I’d like to waive in favor of the other
f ormul ati ons.

Redi stri bution?

Right. So | hope we can piece this out.

| think that is nore inline with the
spirit of this kind of testing being
different along the lines of the
question that | asked. | think it sends
a nessage the nore restrictive
formulation to the public about the EPA
wanting to protect people. | think we
don’t want the inpression to be that our
governnment wants to test people |like us
with things that are poisons. That’s
not a good nessage to send. And a nore
restrictive formulation I think, puts
that protection at a higher priority.

So really nore out the spirit than for
any substantive reason. But | think
that’ s an inportant reason enough.

So Jeff maybe you can nove it forward
and say what would the circunstances be?

|’ mnot sure they need to be any

di fferent than what Gene laid out, but
rat her the beginning point, the default
and the way we say it, | think is a
matter of inportance. | think Ron nmade
t hat poi nt when he introduced the
questi on.

Yeah, but what you have to define for us
is the difference. | nean you have to
define for no observed adverse ethical
level alright. One of these two
contexts for they differ.

Now we still go back to the original
agreenent that you did not disagree with
me on, for the operational clarity of
our commttee, we have encouraged EPA to
advance the public health in the context
that human testing with pesticides, but
stay strongly within the boundaries of
ethics and the context of the
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1 experinental process based on good
2 science. Gk. That’'s what we said.
3 W' ve said it and said it again. Now we
4 conme to the point of reflecting the nood
5 of the commttee and we have two
6 proposal s on the table. They are saying
7 relatively the sanme thing but in a
8 different context then they do reflect a
9 di fferent nood.
10
11 DR. KAHN: | think one says you nmay do testing on
12 humans if you follow these rules or with
13 these criteria versus we wll only use
14 humans under the follow ng conditions,
h 15 which to ne sounds di fferent and neans
z 16 sonething different. | don’t know if
17 t hat answers Bernie’ s question or not.
18
m 19 DR, KENDALL: Well it inplies sonething different to
E 20 me, Dr. Kahn and | would like. Further
21 | see a | ot of heads nodding to the
:’ 22 positive and nobody said today never do
U 23 it. A lot of people said today, only do
24 it if we have the appropriate criteria
o' 25 in place to get a result that we can
a 26 val i date, that we can be responsible to.
27
28 DR. VWEIl SS: Let me ask Jeff a question. Under your
lu 29 ci rcunst ances what woul d you consi der an
> 30 experinment wth acceptable risks? And
31 how wi Il that differ froman experinent
-l 32 under the other guideline?
33
: 34 DR KAHN: | don’t think I know what the two
U 35 choices are. | don't think the
u 36 gui delines that | would accept would
37 really be nmuch different than what Gene
q 38 has laid out. It’'s a matter of the
39 starting point and the spirit of the
ﬁ 40 mood of the group and how we expl ai n
41 this.
0. Br
m 43 DR. KENDALL: Ok, | want to go the sexually in
44 relation to__ . Yes, | knewit was.
m 45 | want you to speak briefly to the point
46 of pesticide, non pesticide and al so
: 47 this point the doctor uh...
48
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1 DR, DEGEORGE: | just want to ask and this is a
2 guestion specifically to Dr. Ellis. You
3 are making a distinction and you
4 actually pointed out two different
5 subj ect popul ations that distinction
6 applied to. Wuld you care to at | east
7 explain the basis for that distinction
8 for those two subject popul ati ons?
9 Because | think that’s one case that
10 only is an exception. The other case is
11 perm ssive with sone exceptions or sone
12 speci al considerations and it’s the
13 subj ect population to define that. |
14 think it would be useful to understand
— 15 why that distinction occurs. ..
16
Z 17 DR. KENDALL: Dr. Ellis.
18
m 19 DR ELLI S: |’ mgonna invite ny fellow scholars to
E 20 hel p nme out because we are now tal ki ng
21 about the events of the 1970s and how
:’ 22 they were translated into regulation. |
u 23 think the overall answer is it’'s
24 i diosyncratic, its not going to be a
O 25 satisfying explanation. Wth regard to
n 26 prisoners, prisoners were in wide use in
27 the United States until the early 1970s
28 and then because of m sadventures in
lu 29 prisoner research, the pendul um swung
> 30 strongly to the other end and we have
31 | anguage from 1978, that’s when the
-l 32 prisoner regulations were finalized,
: 33 that says, “in the Departnent of Health
34 and Human Services no prisoner research
U 35 unl ess with certain exceptions or
u 36 restrictions.”
37
q 38 DR. DEGEORGE: But does it have sone bearing on the
39 fact that coercion in prison may be a
ﬁ 40 very strong notivator?
41
n 42 DR ELLI S: Absol utely.
43
m 44 DR. DEGEORGE: And that’s not considered one of the
m 45 i ssues in coercion. |It’s not an issue
46 for pregnant wonmen of a child, or wonen
: 47 in child bearing potential that may
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1 actually bear on why that | anguage cane

2 about ?

3

4 DR ELLI S: Well certainly I know the first part of

5 the statenent to be true about the issue

6 with prisoners was the great influence

7 t hey woul d be under by being captive.

8 Any comments fromny col | eagues on where

9 t he pregnant wonmen | anguage canme fronf

10

11 DR. DEGEORGE: The exclusion is saying it’s perm ssible

12 with certain, you know, considerations -

13 - special circunstances.

14
— 15 DR. ELLIS: Part of it has to do with the consent
z 16 provi sions for pregnant wonen where

17 under the current regulations in sonme
m 18 ci rcunst ances, the pregnant woman and

19 her fetus - she’'s not viewed as an
E 20 aut ononous i ndi vidual able to consent

21 and the father’s permssion is
:’ 22 necessary. | can’'t give a full
u 23 story.

24
®] s DR VI SS: Vel isn't that historically linked to
a 26 (sol i dam de-?)

27

28 DR, KAHN: Only in passing actually. It has to do
lu 29 with the study of fetal head perfusion
> 30 in the Netherlands actually. That's the

31 historical link. A Congressman’s aide
- 32 went and wi tnessed what he took to be
: 33 qui te gruesome sort of Frankenstein-Iike

34 experinments in Europe and canme back and
U 35 reported this and then that | anguage
u 36 along with the (solidam de?) tragedy

37 sort of led the protection of the unborn
q 38 to be an inportant policy issue. |

39 think that's the way the history has
ﬁ 40 general |y agreed took place.

41
n 42 DR, \EI SS: Thank you Jeff.

43
m 44 DR. KENDALL.: Ok, Dr. Portier, does your comment track
m 45 this particular point? Because |I'm

46 going to let you make your other point
: 47 in a mnute...

48
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DR PORTI ER
DR, KENDALL:
DR PORTI ER
DR FI EDLER
DR PORTI ER
DR, KENDALL:
DR ELLI S:
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|’ mon your question of which one do |
prefer.

Yes, yes which one do you prefer?

_____ correlation. Having been

unconvi nced by the enphasis in fact
basically shoved away fromthe concept
of benefit to the individual, I'"'mat a
| oss to understand why | wouldn’t do
these studies. So | guess I'min favor
of the second version then because |
find if the studies if they re done
right scientifically correct which were
al ready agreed to | see sone value to
them So |I’mnot convinced on the
ethical side that the benefits to the
individual. So | would say then human
pesticide testing with sone
restrictions.

Existing perm ssible wwth restrictions.

Perm ssible with restrictions. One
coment on what Gene said, that was the
second of the two that were nentioned.
Cene said, that unless hunan data is
obt ai ned of equal quality fromfield
study that’s al nost inpossible. You
woul d never get equal quality studies
fromthe sane size study and the field
study as conpared to clinical study. |
t hink that wording has to be tossed
around very carefully to |ink reach

bal ance between those two.

K, | think this is inportant to reflect
the nood of this commttee and | think
we are justified perhaps have either
opinion. But |I'm noving towards the
poi nt of which I want to know exactly
where this commttee is, as we go to
final closure. . Dr. ElIlis.

It may be one or nore restrictions to
add on to this perm ssive fornul ation.
In the current draft, | think there is
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1 | anguage that says no children are to be
2 i nvol ved in human pesticide testing.
3
4 DR, KENDALL: Ri ght, no children.
5
6 DR, ELLI S: There are other words used |ike elderly,
7 that’s not as well defined as children.
8 |’ m personally reluctant to use a word
9 like that. A child | can use because it
10 is defined by state | aw and i n al nost
11 all states the age mpjority is age 18.
12 There’s a coupl e of exceptions. Beyond
13 that, it beconmes difficult to categorize
h 14 di fferent kinds of popul ation.
15
z 16 DR, KENDALL: Pregnant wonen was a restriction.
17
m 18 DR ELLI S: Well, actually I think it says fenal es
19 peri od.
=K
: 21 DR, KENDALL: Femal es, pregnant wonen.
22
U 23 DR ELLIS: You may want to deliberate, on whether
o 24 that’s a restriction commttee wants.
25
n 26 DR KENDALL.: Movi ng back. We really got two
27 proposals on the table. | think that
28 ultimately may or may not bear on how
Ll 29 the draft final is ultimtely
> 30 constructed. But | think its worthy of
31 seei ng where everybody is. Perm ssive
- 32 Wth restrictions or restrictive unless
: 33 exceptions are addressed.
34
U 35 DR. GOROVITZ: | want clarification.
36
E 37 DR. KENDALL: Yes, Dr. Corovitz.
38
39 DR GOROVITZ: | just want to make sure | understand
ﬁ 40 what’'s the choices. As | understand
41 this, the restrictions or the exceptions
n- 42 envi sioned woul d be articulated in such,
m 43 a way that the same set of protocols
44 woul d be rejected by the two
m 45 formul ati ons. The sanme set of protocols
46 woul d be accepted by the two
: 47 formul ations and the difference is in
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1 packagi ng in how we represent the
2 preferential tilt, the mnd-set that...
3
4 DR KAHN: O the presunption. |[|s the presunption
5 to test or not to test? May be that's a
6 cl eaner way to get at your question.
7
8 DR GOROVITZ: | just wanted to nmake sure. | nmean it’'s
9 either true or its not true. That when
10 we are asked to choose between A and B,
11 their filtrational functions are the
12 sanme and the difference lies el sewhere.
13 s that your intent?
14
— 15 DR KAHN: M ne?
B
17 DR. GOROVI TZ: Yes.
18
LLI 19 DR, KAHN: Yes.
= K
21 DR. KENDALL: k. Dr. Meslin anything else to add to
:’ 22 this? Because | want to go quantative
U 23 on this and then nove us forward because
24 |"ve still got one other thing we' ve got
o 25 to get through.
@]
27 DR MESLI N: WAs your quantative in terns of voting
m 28 or in ternms of other data?
29
> 30 DR. KENDALL: Yes, | want it to reflect on the record
31 as we go to final. | don’t want it to
-l 32 be any vagueness init. | want it to be
: 33 absol utely the bottomline.
34
U 35 DR, MESLI N: | have a procedural question regarding
u 36 the charge, and then | have a
q 37 substanti ve suggesti on.
38
39 DR, KENDALL: Pr oceed.
40
ﬁ 41 DR, MESLI N: The procedural question is, is there
n 42 anything that prevents this group from
Ll 43 sendi ng up the chain where it is sending
44 its report? |It’s considered judgnent
m 45 whi ch may involve two very different
46 al t hough apparently simlar, dependi ng
: 47 on the answer to the question that |
48 propose next, reconmendations regarding
BaskervilleTranscription, Vienna, VA
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1 the tone of the report. You are asking
2 for advice froma group. |If you are
3 going to force consensus, then you may
4 run certain risks. If you allow for the
5 kind of full discussion that has sone
6 nuance that may benefit the EPA rather
7 than harmit. That’s nmy question, is
8 t hat perm ssi bl e?
9
10 DR KENDALL.: Yeah, | think right now. M colleague
11 and | did not ask us to reach consensus
12 t oday.
13
14 DR. MESLI N: 0’¢
h 15
z 16 DR. KENDALL: We ask you to work together to reach
17 closure. And closure doesn’t
m 18 necessarily nmean consensus.
19
E 20 DR MESLI N: Than that’s hel pful.
21
:’ 22 DR. UTELL: But | think you are raising a possibly
U 23 very inportant resolution depending, |
24 mean if there is a mx, it’s not
o 25 unreasonable to say here are different
n 26 options. |Is it packaged a little
27 different but in fact they basically
28 reflect the sane types of
lu 29 recommendations and [imtations. And
> 30 we, as a conmttee, are sending them up
31 as considerations w thout saying that
-l 32 either one is necessarily the way the
: 33 majority of the committee would go. But
34 nonet hel ess, they are very inportant
U 35 messages, no matter which way the agency
u 36 m ght choose to deal with them
37
q 38 DR MESLIN: So here is my suggestion. Jeff and Sam s
39 exchange rem nded me of an exchange t hat
ﬁ 40 many ot her groups have had on this kind
41 of at the margin discussion. Sams
n- 42 description of Jeff’s presentation was
m 43 there woul dn’t be any difference, and
44 correct me if I’mm srepresenting you,
u} 45 in either the type or the nunber of
46 studi es that woul d be approved or
: 47 rejected in either fornulation but to
48 take Jeff’s point, it's the way that we
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1 orient the report. It’s the flavor of
2 the report. That woul d be one defensive
3 of Jeff’s suggestion, and that could go
4 forward as a policy approach. There's
5 anot her approach that’s conplenentary to
6 t hat .
7
8 DR KENDALL.: We can handl e that but one of the things
9 t hat
10
11 DR GOROVITZ: | want to hear the rest of...
12
13 DR. MESLI N: Yeah, this is actually the keystone to
14 the point, which is, you don’t have to
h 15 get this group to agree on whether the
z 16 sane protocols either in nunber or type
17 woul d be approved or rejected. But
m 18 rather that is an issue of judgenent
19 followng up on Samis earlier remarks of
E 20 this nmeeting and a previous neeting
21 either at the IRB level or at the purity
:’ 22 | evel, or indeed at the level of senior
u 23 EPA administration. | can tell you that
24 many ot her groups have had this sane
o 25 kind of struggle, and have hurt
n 26 t hensel ves trying to resolve, will it be
27 12 projects that are approved with
28 Jeff’s formulation, and 13 that are
Ll 29 approved with Chris’s fornul ation. Does
> 30 this group want to approve nore studies
31 of pesticide irrespective of Gary’s
- 32 nuance distinction? O do they not care
: 33 about the number, only about the tone?
34 |f they care only about the tone, then
U 35 Jeff’s presentation is perfect. |If they
u 36 actually care about the nunber of
37 studies and the types of studies even if
q 38 its 13 or 12 or 14 or 16, then you m ght
39 have to go to your quantification
ﬁ 40 exercise. That’s my.....
41
n- 42 DR. KENDALL: Thank you for being here today. You' ve
Ll 43 really contributed substantially. You
44 kind of hold off, and all of a sudden
m 45 boom hit us with these issues.
S
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1 DR, MESLI N: It’s not that nmy other day job, | don't

2 spend ny tinme thinking about the sane

3 probl ens.

4

5 DR. KENDALL: Dr. Gorovitz, what's your feeling on

6 t hat ?

7

8 DR. GOROVI TZ: Gratitude?

9

10 DR. KENDALL.: | knew that we could get an appropriate

11 word fromyou. Gatitude. Dr. Fiedler,

12 how shoul d we proceed? Because the co-

13 chairs do not want to take the

14 | eadership of the witing of our
— 15 document. W want to be a part of the
z 16 process. Therefore, the witing

17 assignnments and the construct of the
Ll 18 docunent will reflect the flavor and the

19 tone of the conmttee substantiated by
E 20 the editorial input of the chairs and

21 the co-chair.
=
u 23 DR. FI EDLER: Vell I'"mnot sure but nmy belief is that

24 these two options could be
o' 25 operationalized and maybe ought to be
n 26 operationalized differently. And that

27 if we were going to include both,

28 because we can’t decide on one or the
lu 29 ot her, then we would have to struggle
> 30 wi th operationalizing each because to

31 me, it does communicate a different
-l 32 tone. That neans ultimately that it
: 33 coul d be operationalized differently

34 because if you say, a ban with
U 35 exception, that suggest sonething quite
u 36 different to ne than pernmissible with

37 restrictions. And the permssible with
q 38 restrictions suggest that there would be

39 the possibility of many nore studies.
ﬁ 40 Wth the restriction of you know no

41 pregnant wonen, no children, those kinds
0. s of things. | also think, that this Iist
m 43 that Gene gave, is up ny alley in terns

44 of the kind of things that | had hoped
m 45 we woul d be able to get to but | would

46 like to go even further. Maybe we can’'t
: 47 do it today but adequate human data, |

48 don’t know what that neans. So | would
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1 i ke sone exanpl es of what you nean by

2 adequat e human data. Wether you put it

3 under one option or the other in this

4 tone thing, | don’t care...

5

6 DR. KENDALL: | woul d suspect that this will be an

7 evol ving process for the agency to deal

8 with. | think far beyond the role of

9 this coomttee. Although with due

10 respect, accepted and hopefully Dr.

11 Needl eman that wll ...

12

13 DR. NEEDLEMAN: | didn’t hear what you said.

14
— 15 DR. KENDALL: In due respect sir.

16
z 17 DR. NEEDLEMAN: Is it an insult about the governnent
Ll 18 or...

19
E 20 DR, KENDALL: No, | was talking to Dr. Fiedler. |

21 figured you guys needed a little hunor
:’ 22 at this point of the day. Dr. Reigart.

23
U 24 DR. RElI GART: This is sort of a generic comment, but
o' 25 the all four or five, | guess it ended
n 26 up with five drafts we ended up wth.

27 Wasn't there a fifth?

28
m 29 DR KENDALL.: There was a fifth that never nade it
> 30 out...

31
=] R DR REIGART: Ok. | think | sawit.

33
: 34 DR KENDALL.: Yes sir. For iterations. W ran out of
U 35 paper.
4 =

37 DR, RElI GART: Al'l of those, as nuch as all the junk in
q 38 them there is a |lot of unnecessary

39 words in themthat bothered nme, many of
ﬁ 40 the specifics, but I think also in tone.

41 | nmean the last drafts were so
n- 42 perm ssive that you could have justified
Ll 43 al nost any kind of human research by

44 certain readings of it so whatever we do
m 45 | just can’t buy a docunent anything

46 close to as perm ssive as what we
: 47 drafted before and whatever fornulation

438 we choose anong these two and | would go
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1 for a nore restrictive one because |
2 still think you are going to be able to
3 drive a truck through whatever is
4 witten. | would tend to go for a nore
5 restrictive formor tone so that people
6 woul d be |l ess tenpted to drive that
7 truck through.
8
9 DR, KENDALL: And | appreciate that and | agree with
10 you. Another thing for the commttee to
11 consider as this whole area is
12 unfolding. Perhaps it should start nore
13 restrictive until we devel op better
14 paranmeters and nonitoring capability in
h 15 reviewi ng the process, as it noves
z 16 forward. That’s another plausible
17 alternative. Not wthstand the fact
Ll 18 that we are not saying, not to do this
19 ever, etc. W are saying that we are
E 20 very cautious in light of the discussion
: 21 we’ve had today. Dr. CGorovitz.
22
u 23 DR GOROVITZ: |’'m convinced that though we m ght
24 intend the difference between the two
o 25 fornmulations to be filtrationally
n 26 i ndi sti ngui shable. Probably they
27 woul dn’t be. That the difference in
28 tone would, in the end, have sone
m 29 difference interpretation...
> 30
31 DR. KENDALL: Absol utely.
- 32
: 33 DR. GOROVI TZ: At that point where judgenent cones
34 into play and therefore | think it
U 35 matters substantively which tonality we
u 36 prefer. And at this point see why it
37 woul dn’t be useful just to have a
q 38 nonbi ndi ng straw pole to see what the
39 distribution of preferences is. That is
ﬁ 40 sone of us may clearly prefer one tone.
41 Sone may clearly prefer the other. Sone
n- 42 may have no such preference but it
Ll 43 woul dn’t take long to find out.
44
u} 45 DR. KENDALL: Thank you, Dr. Gorovitz. That's ny
46 prerogative, but I want to nove with the
: 47 mood of the committee. Dr. MConnell
48 has seconded to that. Dr. Portier.
BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814 165




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

DR MCCONNELL:

DR PORTI ER
DR, KENDALL:
DR GOROVI TZ:
DR, KENDALL:

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

| second that.

Well, ny original interpretation was one
t hi ng, now you’ ve confused ne
conpletely. Not know ng, seriously now
that 1’mlooking at the wording that’s
there, 1’ m asking nyself what does it
mean to be permtted? | guess, |
interpreted that to nean that this is no
di fferent than any other human cli nical
testing situation with the foll ow ng
exceptions. That was nmy interpretation
of being permssive. |Is that what we
mean here? Because if that’s not what
we nean we have to be very clear before
| can give you a firm statenent about
what this nmeans because the opposite
statenent is clearly very different in
my regard because it says this is very
di fferent than the usual clinica

testing situation but we wll allow it
under the follow ng conditions.

Can you respond Dr. CGorovitz?

Yeah, | think that your reading of the
second branch is exactly right. On the

first branch, | don't take it to nean
this is no different than any ot her
clinical stuff. | take it to nean the

agency is wlling to accept as part of
the evidential base it will consider in
maki ng decisions, the results of this
kind of research. Now that’s neutra
with respect to whether it’'s the sane or
different fromother clinical stuff.
That’s a stronger claimthan | think is
entailed in the permssive fornmul ation.
| think the perm ssive fornulation and
the restrictive formulation are not
about simlarity or difference to other
domai ns of research but are about what
the agency will or will not receive and
accept as part of its evidential base.

Good point. Dr. Kahn.
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| think we can argue that the criteria
which we will wite about what woul d be
allowed. But to answer Chris’s
question, | intended, and | think |I said
this, if we can find a way to
characterize this such that it sets it
apart, it’'s different than other bio-
nmedi cal research, that to nme is an

all otabl e goal. That’'s what | would
like to see happen. So if that’'s the
choice then, it just nmakes ne nore
strongly in favor of the nore
restrictive formulation.

Well, it seens to ne if this was not
different fromthe standard
phar maceutical process, then why are we

here? | nmean why are we here? | would
just turn it over to Dr. DeCeorge and
assunme he would do a great job. | nean

all of the criteria were laid out and so
on. Wy are we here? W are here
because these are issues that are ones,
that have required this |level of debate.

The commttee has ruled a notion. |[|’ve
heard a second and |’ m gonna call for
the vote. Nonbinding straw pole. This
is areflection to the nood of this
commttee as we recommend to the agency
the future of how these kind of results
are going to be received and/ or handl ed.
That’ s what’ s been done here. k. |
would i ke to have Dr. Ellis rephrase
the two and state themas A or B and ask
everybody to listen carefully so they
make sure they vote for the right one.

Thank you for that introduction. The
two choices are first a restrictive
formul ati on and second a perm ssive
formulation. So the first, the
restrictive formulation would be a
statenent along the lines that the
agency shoul d not accept data derived
from pesticide testing on humans except
inlimted circunstance, and for purpose
of the vote we are going to | eave the
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ci rcunst ances undefined. But the

candi date circunmstances woul d incl ude
for instance non-pregnant adults. Again
no human pesticide testing except in
non- pregnant adults. That’'s just a
candi date. Maybe that’s the wong way
to put it.

Not in children

Not in children. | would put it that
away. Anot her candi date m ght be no
human pesticide testing except where the
activity is not greater than m ni mal
risk. So, we hadn’t discussed that
previously. But those are the kind of
statenents that m ght be added to the
restrictive statenment of no pesticide
testing except when. The second
alternative or perm ssive statenent we
recommend that the data deprived from
pesticide testing on humans are used and
may be used except when derived from
children, for exanple. And we had Dr.
McConnel | s ot her specifications. Again
| m gonna | eave the specific statenments
unstated at this time. Now in either
case, either the restrictive statenent
or the perm ssive statenent, Dr.

Needl eman’s restriction applies and that
is that there will be no use of human
data to determ ne NOAEL or neurotoxic
agent. And so that will be explicitly
stated in either formulation. So, the
first was the restrictive. The second
is the perm ssive.

So fundanentally Ais to reflect a nood
of the commttee of a restrictive
process with exceptions, which we are
going to articulate. W'’ve done it
today. W’ ve done an excellent job and
|’mconfident it will be a very solid
report. B is a nore perm ssive strategy
that does establish criteria, but it
reflects that the panel encourages at
least to the level that the criteria
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will allow a nore perm ssive structure
to nove forward.

At nbst to the | evel where criteria wll
al | ow?

At nost. Thank you Dr. CGorovitz.

One, as | see it as restrictive with
per m ssive exceptions. The second one
is permssive with restrictive. Is that
correct?

That’s fine. That’'s another way to put
it. That’s another way to put it but
this becane a point of inportant concern
fromthis |ast report, Dr. Reigart, Dr.
Kahn, | mean, Dr. Needl enman. People
have spoken to this today and | want
this clearly reflected in our docunent
and in our straw man vote and this does
send a nessage. It sends a nessage no
doubt as we conclude our efforts today
inthe collegiality that we reflected.
And this has been an excellent,
excellent day to discuss this with you.
Dr. Meslin, you want to add sonet hi ng
el se?

Just areally boring procedural nmatter |
note again to the public who's here.

The full roster contains 2 co-chairs, a
nunber of menbers and consul tants of
which | note ny colleague, Dr. Ellis, is
listed as one and then three federal
experts, nyself, Dr. Portier and Dr. De
CGeorge, are you expecting the federal
experts to not participate in the straw
vote and can we check whether Dr. Ellis
is confortable with being listed as a
menber of consulting rather than as
federal expert?

Dr. Meslin, |I’mexpecting you are a
menber of the panel. Dr. DeCGeorge is
not. He is a guest of the panel. Dr.

DeGeorge will not vote. Dr. DeCeorge is
not a nmenber of the panel.
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He is listed in the sane place as Dr.
Meslin and Dr. Portier according to what
| have here.

That’s just an error in the printing.
That’ s an error.

| really appreciate Dr. DeGeorge being
here. You have added so nuch but being
that you were not a part of the original
comm ttee and considering the process of
the commttee’s deliberation, | hope

t hat you understand where |’ m com ng
fromhere. Ck. Dr. Portier.

Dr. Kendall could I just ask a question
here?

|’ve got a notion on the table, its been
seconded and. ..

Well, the only reason | ask this is the
i ssue that you said we would cone back
to before when you first started up and
| think it is relevant back fromthe
break, I think it is relevant to the
vote that’s being taken. Because people
making this distinction may be making it
t hi nki ng about this very part of the
process and | think that M. Carley
could speak to the issue and I wll add
pharmaceutical but | think it is
inportant to nake sure that it is
under st ood what the distinction before
we maeke the vote.

Yes.
Xk, very well. M. Carley.

The distinction that we were talking
about goes back to sone of the

di scussi on before the break reflect back
to the part where Dr. Kahn asked the
guestion are they different? There's
sonme | ack of specificity about what they
were but basically pesticides versus
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sort of everything else. And Dr.
Gorovitz made the point that pesticides
were when rel eased into the environnent
expose to whol e popul ation rather than
to targeted individuals. That’'s
certainly true at the point of use. And
that is why the EPA uses very different
ri sk assessnment nethods from what FDA
does when they are deciding. Dr.
DeGeorge nentioned as an exanple in his
presentation this norning, outside of
toxic drugs that like 1/10 of the | ethal
dose for animals, | think. W are not
tal king about that sort of thing that is
targeted to a specific individual and it
may nmake good risk benefits sense in
that case. But this question about how
we do our overall risk assessnment by

rel easi ng pesticides to the environnent,
is not the question that's on the table
t oday, which has to do with the design
and acceptability of specific studies.
So, when you think about the differences
and the analogy to the rest of

bi omedi cal science, you need to keep
that in mnd. It would be very hel pful
to us if you could address pretty
sharply this question of where the

anal ogy to the rest of bionedical

sci ence does and doesn’t break down.

And the reason | thought that, that was
i nportant because fromthe

phar maceuti cal perspective, at that
first dose into human, and |I’'d assune it
woul d be the sane fromthe pesticide,
they are both potential toxicants in
humans with certain data sets avail able
to evaluate that risk. After that

poi nt, they becone sonething different.

| appreciate that. Listening to this
commttee all day and thinking about the
draft iterations we’'ve had, | think
that’s what we are worried about is
after that point. And it seens to
reflect back into the charge. Help ne
commttee, as we thought about it this
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1 nmor ni ng and went back through the charge
2 again. It wasn't just receive a dose
3 and let’s not think about it again. W
4 were asked to | ook at a process that
5 i nvol ved the use of a product and how we
6 were going to think about data acquired
7 for that product and its reliability of
8 that data into an ultimte risk
9 assessnment. And how then that data w |l
10 be provided in an ethical nmeans that we
11 could live by as a civilized society
12 that is concerned of its popul ation and
13 the vulnerability of certain
14 popul ations. That to ne, was a |arge
h 15 part of that charge. Please correct ne
z 16 if it’s not that. | nean that’'s the
17 reason we are here today. To ne,
Ll 18 ot herwi se, | would have just turned it
19 over to FDA. | would have given it to
E 20 you. Most of us did not ask to be on
21 this coomittee. |In fact, this has been
:’ 22 quite a challenge, M. Dorsey. | don’'t
u 23 think Dr. Utell can share that concern.
24 Yes, Dr. Corovitz.
ORE:
a 26 DRE GOROVITZ: | dimMy renmenber from sone while ago
27 there was sone tal k about just as quick
u‘ 28 and formal nonbi ndi ng straw pol e.
29
> 30 DR. KENDALL: That was what we did. | yielded to the
31 front table.
- 32
: 33 DR GOROVI TZ: But we haven’'t had that pole.
34
U 35 DR. KENDALL: Yes Dr. CGorovitz, thank you.
36
E 37 DR GOROVITZ: | wondered if we mght do it?
38
39 DR. KENDALL: Thank you. W have A) a nore
ﬁ 40 restrictive nood, B) a nore perm ssive
n- 41 mood. |Is that fair Dr. Ellis?
42
Ll 43 DR ELLI S: Yes.
44
u} 45 DR, KENDALL: Dr. Ellis, what is your position? | was
46 going to nove around the table and ask.
: 47 Gk, then | ... Fine. Those that favor a
48 nore restrictive position, raise your
BaskervilleTranscription, Vienna, VA
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1 hand. Count them Seven. Nancy’ s hand

2 was up. k.

3

4 DR. MCCONNELL: | got 8, | got 8.

5

6 DR KENDALL.: Meslin’ s hand is up.

7

8 DR. KENDALL.: It’s 8. Those in favor of B, a nore

9 perm ssi bl e position, raise your hand.

10 Four. That’s a straw nman pol e,

11 nonbi nding. W got it.

12

13 DR PORTI ER: " m gonna give you ny argunent. | still

14 don’t understand the question we were
— 15 addressing. Under either condition |
z 16 gather we are still gonna have to stick

17 to...
LLI

19 DR, KENDALL: Wait a second Dr. Portier. | think
E 20 right now we are noving. Wat we did

21 was reflected the nood of the commttee
:’ 22 in a nonbinding vote that allows the
U 23 agency to better relate the posture of a

24 group of people that were assenbled to
o' 25 reflect on this topic. Nobody today has
n 26 objected totally to human testing of

27 pesticides. There is a majority of

28 whi ch, in a straw man pol e non- bi ndi ng,
m 29 that offer a restrictive posture noving
> 30 forward with appropriate exceptions,

31 exceptions that will be identified by
-l 32 the coonmttee. | amconfident we can
: 33 accommodate this committee, and we can

34 identify the exceptions in a way in
U 35 whi ch. ..
4 =

37 DR, UTELL: Ron, before we drive it to hard, | think
q 38 we want in the report to reflect the

39 again the range of opinions whether it
ﬁ 40 be sone nunbers or not | don't feel

41 strongly about but | do think that we
n 42 are driving a little hard in terns of
Ll 43 which way we are trying to reflect the

44 sentinment of the commttee. | think
m 45 that as we very much agree to do our

46 goal is to reflect where there was
: 47 i ndeed a range of opinion and to nmake

48 that very clear to the agency rather
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1 than to come down on necessarily one

2 approach or the other.

3

4 DR. KENDALL.: | think we’ve done that and that’s in

5 essence what we’ ve voted for Dr.

6 Portier. and if you d like to then

7 respond that’s fine and we definitely, |

8 t hi nk, have attenpted all day to

9 accommodat e the range of opinion. |

10 personal |y believe that there’s enornous

11 consensus on this commttee. Enornous.

12

13 DR, UTELL: | haven't really figured out all the

14 difference between A and B except 8 to
— 15 4.

16
z 17 DR KENDALL.: And that’s not what’s inportant. Wat’s
m 18 i nportant i s sone perspective of npod.

19 This was an issue before. It was a key
E 20 i ssue on the previous report and I w |

21 not | et that go unobserved out of
:’ 22 respect for nmy colleagues at the table.
U 23 Again, Dr. Portier any comment to add to

24 this because what we try to do is nove
O 25 to our witing session. That's what we
a 26 want to do.

27

28 DR. PORTI ER: | guess, but | still have no idea what
u‘ 29 you just told me. If | were sitting
> 30 there as the agency trying to decide on

31 what’s going on here, you have given ne
-l 32 no information. Are you proposing to
: 33 the agency that they wite from scratch

34 a full set of rules for clinical
U 35 prot ocol s and acceptance for studies for
u 36 pesticides? Hence, your statenent that

37 you're started off with a statenent that
q 38 human pestici de--the agency shoul d

39 accept data derived from human clinical
ﬁ 40 studi es except in cases where. So are

41 you suggesting they wite the entire
n- 42 protocol or are you suggesting we are
m 43 starting wwth FDA' s protocol, but even

44 then we will not accept anything unl ess
m 45 you do this? 1In which case, | have sone

46 serious questions before the vote that
: 47 you wouldn’t let me ask such as the

48 exanples that Dr. Ellis gave are exact
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1 flip side of each other. So | didn't

2 see any difference between the two. On

3 the other hand, if he had stated the

4 question in part of the way that Dr.

5 McConnel | had put before, to fill

6 significant data gaps, for exanple. So

7 if you said these are not all owed unl ess

8 they fill significant data gaps. That

9 is a very different statenent than the

10 perm ssive statenent. And that’s why |

11 had sonme confusion over which one |I'm

12 voting on and what that vote neans. |

13 still don’'t understand it.

14
— 15 DR. KENDALL: | think the take honme nmessage fromthis
z 16 is not the vote. The take honme nessage

17 is that we are noving towards a posture
Ll 18 of defining those criteria that wll

19 allow us to set these studies. Wen we
E 20 choose to initiate that process in a

21 restrictive fashion, and as we | earned
:’ 22 and provide the data that we can
u 23 validate, |I think, the nood of this

24 commttee was, we are wlling to support
o 25 this and encourage this literally. So
a 26 to me, it’s just a matter of |’ ve got

27 the notes fromtoday and they were

28 excellent. Dr. Gorovitz, Dr. Fiedler,
m 29 Dr. Wse, Dr. Reigart, and the comments
> 30 made. W have the substance to identify

31 the criteria within the limts. | wll
=l not believe that we could identify all
: 33 of the processes of mininmizing risk in
u 34 one afternoon writing.

35
u 36 DR. UTELL: But | think Ron before we go to nuch

37 further, again | think you were cl ose
q 38 and we're getting a little caught up

39 here both in sort of a A/B and the
ﬁ 40 rhetoric. | think the conmttee has

41 cone to sone very concrete consensus of
n- 42 how to go forward with sone specific
m 43 guidelines and criteria and | want to

44 make sure that we don’'t get too caught
m 45 up in agendas and that we try to cone

46 forward with utilizable recommendati ons.
: 47 | think Dr. Ellis sort of set us on the

48 right track but then we run the risk of
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a sort of polarizing it at that point.
As we go forward with the witing
assignnment, again, | think the nessage
is very clear. No one is saying no
pesticide testing under any
circunstances. There are certain
restrictions and we need to devel op that
ki nd of recommendation. | think what we
need to do is begin to put sone teans

t oget her who are going to prescribe this
and that we nmake sure that our witing
groups include fol ks who represent a m x
of opinions so we don’t get caught up in
polarity... (tape stops) ... | really
think we need to begin to nake sone of

t hose assignnents. W’'re not going to
go any further. |I'’mworried that we
will only have Dr. Portier asking us
again A or B and | get confused nyself.
" m not picking on you but | do think we
need to now get beyond the rhetoric and
say let’s nake sone assignnents and get
this thing witten up. Dr. Gal son.

Just a real quick note. | know you al
want to help us, so | want to just give
you a couple comments that | think wll
hel p you help us. You seemto have
agreed that doing studies that are
designed to derive an NOAEL are not
appropriate. This is giving us a |ot of
information and a |lot of help. Most, if
not all, of the studies that we’ ve

recei ved are designed to do that. So if
you’ ve made a clear decision that that’s
not an appropriate use of human
subjects, that’s a very inportant piece
of advice, and | woul d encourage you to
make that as clear as possi bl e whet her
there are any exceptions or anything

el se.

That was by consensus.
That’ s the nost inportant thing that
|”ve heard that helps us so far. And

just to perhaps help you avoid sone
i ssues, the use of children and
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vul nerabl e popul ations in these studies
have not been an issue. W haven't
recei ved studies |like that.

But it certainly could be?

It could be but I don't think for the
limted tinme you have you should worry
to much about that. |I'mmnot telling you
not to give us that advice but |

woul dn’t worry about being to precise on

that. It hasn’t been an issue.
Very well. Dr. MConnell.
Yeah, |’'ve got a couple of things here |

think will be constructive for the EPA
But I'’mnot sure that there’'s a
consensus on the panel. First, we

tal ked around this a little bit but I
didn’t hear any clear understandi ng or
what we woul d agree to, and that is do
you think we should suggest to the
Agency, let’s put it differently. |

t hi nk we shoul d suggest to the agency
that in future studies that involve
human vol unteers, that these protocols
be brought to the agency prior to the
conduct of that study for approval. |'m
not tal king about an I RB ki nd of
exercise but froma scientific
standpoi nt does this nean there are data
sets, does it neet Portier’s needs,
etc.? Nowl don’t knowif the rest of
the panel agrees with that or not.

Does anybody di sagree?

Vell, let me just say | don’t disagree,
but it puts the agency in a very unusual
position where, in fact they, and you
see this with a | ot of bioassay-type
testing where they’ ve now brought in on
that specific protocol and | woul dn’t
just take this out of hand. | think
there is sone advantage if the agency
can develop a strategy for review ng

t hose ki nds of potential protocols and
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1 ei ther pointing out strengths/weaknesses
2 where they could not or m ght use them
3 But until that’s done, | want to nake
4 sure that this isn't just aN instruction
5 to review this and now once they’ ve
6 agreed, that they are sonehow t he sense
7 that they brought in. It takes a |ot of
8 real hard work to think about how to get
9 that as a interactive process. Wen it
10 works its very effective, Gene, as you
11 know but | think we need to be careful
12 who.... And it mght be sonething that
13 we suggest they |l ook at as they go
14 forth.
h 15
z 16 DR. MCCONNELL: Well that’s what | going to say.
17 Suggested. If not, then can we suggest
Ll 18 they start thinking about it?
19
E 20 DR UTELL: Yes.
21
:’ 22 DR. MCCONNELL: Number two, can we suggest that they
U 23 once while they are thinking about it
24 that if they are going to accept human
o 25 vol unteer data that they think about
n 26 what types of guidelines they m ght need
27 just like they have guidelines for field
28 exposures. They ought to be thinking
Ll 29 about, in ny opinion, devel oping
> 30 gui delines for these kinds of studies.
31
- 32 DR. UTELL: That nakes good sense.
33
: 34 DR, KENDALL: Excel | ent suggestion. | think if those
U 35 gui del i nes had been clearer, we could
u 36 have probably been a | ot nore aggressive
37 t han noving after these questions. And
q 38 again, it’s sonething that we are
39 dealing with. W are noving towards as
ﬁ 40 part of a process. Dr. Fiedler.
41
n 42 DR FlI EDLER: Yeah, | just want to know again for ny
Ll 43 own clarity, why we are saying that
44 studies to establish a NOAEL are
m 45 unaccept abl e?
46
= Y DR KENDALL:  That goes back to...
48
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Telephone: (703) 821-2814 178




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

DR FI EDLER
DR, KENDALL:
DR, NEEDLNMAN
DR GOROVI TZ:

DR, NEEDLNMAN

DR. FlI EDLER
DR UTELL:
DR. NEEDLNMAN
DR UTELL:
DR. NEEDLNMAN
DR. FlI EDLER
DR. \WEI SS:
DR. FlI EDLER
DR. \WEI SS:

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

| nmean we have to put that in the report
anyway. Exactly why are we saying that
t hose are unaccept abl e?

Because, Dr. Needl| man.

The question was raised after nore

di scussion, what were the specific steps

that made us exclude studies with
pestici des | ooking for an NOAEL?

The summary of the reason why, were
rej ect ed.

Because they have the power of about .1
and the report no affect so

In that its just not feasible studies?

It’s a good question though so if
soneone studied 1,000 vol unteers.
Qoviously I"mcarrying this to an
extrenme, you point is that you can’t do
this kind of a study with limted
nunbers of volunteers and conme up with
an answer.

It concluded it’s no affect?
Ri ght .
Creating fal se i npressions.

If you define the affect as a synptom
right, or as a....

No it could be a biomark, Nancy.

Ri ght, so are we saying that even
sonething with a biomark is
unaccept abl e?

Vell renmenber, you probably don't, in
the last draft when one of the contents
whi ch we saw human studies it was only
part of a |arger decision process so
that if you would obtain human data it
coul d necessarily have a better defined
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1 scientific context than sinply to shift
2 the acceptable level. At that point you
3 m ght want to go back or should go back
4 and | ook at sone of the nore fundanental
5 animal data. And see to what extent
6 there are differences and then do nore
7 experinments to try to account for the
8 differences. W sawthis as a
9 conti nuous process rather than one that
10 ended with ny experinent to establish or
11 to start to establish the different
12 af fect |evels.
13
h 14 DR. Fl EDLER: oK.
15
z 16 DR. MCCONNELL: Now one nore here. This may devel op
17 into alittle bit of discussion, but
m 18 you' ve all heard how | feel about
19 pesticides that are not on the narket
E 20 yet. Should we as a group encourage the
21 agency to ask for human vol unteer data
:’ 22 on pesticides that are not on the market
U 23 now but for which they woul d probably
24 regi ster that pesticide based on ani nal
o 25 data before that pesticide is used in
a 26 the general public or to where
27 significant nunbers of humans are
28 exposed.
LI B
> 30 DR. KENDALL: That woul d represent one of your
31 exceptions with a major data gap?
- 32
: 33 DR. MCCONNELL: No, no this is alnost on a positive side
34 in the sense that the agency woul d be
U 35 encour agi ng the devel opnent of such
u 36 data. This is nore than permissible. |
37 would like to see it before | approve
q 38 your pesticide to be used around ny Kkids
39 or ny back yard or to kill my termtes
ﬁ 40 or whatever that you know under the sane
41 caveats that these other human studies
n- 42 are bei ng done.
LU S
44 DR. KENDALL.: And this is for the Pharnacokinetics
m 45 i nformation?
46
: 47 DR. MCCONNELL: Not for NOAEL's or anything like that
438 but to understand to put the animal data
BaskervilleTranscription, Vienna, VA
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1 in perspective to be able to do a better
2 ri sk assessnent, to know how nuch
3 material you will allow those field
4 wor kers to be exposed to when they
5 reenter a field, etc. O before you put
6 this material around your baseboards to
7 try to keep the ants fromcomng in or
8 before you apply it to your dog to try
9 to keep the fleas off of himand on and
10 on and on.
11
12 DR. NEEDLEMAN: | think you are asking for a blank
13 check. | nean that’s a question that is
14 i npossi ble to answer w thout specifics
h 15 about what the test woul d be.
16
z 17 DR, KENDALL: | think it’s a fair question and | think
m 18 this coomttee has not rejected the
19 concept of human testing with
E 20 pesticides. It has not done that. It
21 has reflected a nobod and that’s it and
:’ 22 it has established criteria upon which
U 23 it would encourage and/or support data
o 24 bei ng devel oped al ong those |ines.
25
a 26 DR GOROVITZ: It’s a fair question, |I'’mprepared to
27 answer. My answer is no.
28
Ll 29 DR KENDALL: W& have a no. Dr. Kahn.
30
> 31 DR. KAHN: | would say no because we sort of went
- 32 t hrough a process of tal king about
: 33 whet her to encourage or di scourage and
34 if the presunption is not to do human
U 35 testing then why would we require it as
u 36 a matter of regulation? It doesn't nmake
37 any sense to ne.
<L
39 DR. MCCONNELL: Because it’s a new pesticide to which we
ﬁ 40 have no... So you would rather wait
41 until this material is sprayed on a
n 42 field and people are going into that
Ll 43 field for exanple or to get your human
44 exposure i nformtion?
45
m 46 DR. KAHN: | would rather elaborate the criteria
: 47 that we’ve been tal king around and see
48 whet her your exanple neets those
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criteria rather than say the EPA ought
to require human data on

| didn’t say require, encourage or
suggest which is a symantic.

| think your statenment may still be to
strong Gene, whether as we are witing
this up this may be an area that they
want to |l ook at nore intensely as they
are exploring new pesticides. So |
don’t think we want to get in to
require. It seens to neet a flow
contrary to the sense of what this
commttee is all about. It mght well
be one of these areas where the agency
has to look at. It m ght have val ue
added but not as a requirenent. | think
that woul d be really overstepping.
Rout t .

| agree with that. | think as we define
exceptions they would apply equally well
to new as to old chemcals and there

m ght well be on the part of the
registrants a desire to do nore of those
studies. Like as you say don’t have any
i dea how much is going to be absorbed in
the field, they mght really want to do
a PK study that we would think would be
ok, where they mght not want to do it
with an old chem cal where they have

al ready | ooked and absorbed sone in the
field so. | think it would neet the
exceptions w thout any problem

k. That’'s fair. Good point. Well taken.

Il accept that. . Dr. Uell and I
would i ke to go towards the witing
assignnments at this point to neet the
spirit of Dr. Meslin's request to break
into the subcommtee witing units
approxi mately 4:30 or soon thereafter.

| s everybody ok with that? And it
really goes back | think to sonme of the
i ssues that Routt put together in his
al nost final draft and | believe it
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woul d be useful for individuals to

vol unteer for sections they would Iike
to wite rather than for Ron and | to
sit here and nmake assi gnnents.

VWhat are the sections. | don’t know
what sections.

WIIl you sort of put it together with
Draft 4? | think, when we were | ooking
at Section 3.2, was the area that needed
to be brought out and created a | ot of
the uncertainty as we went through it
last tinme. | think that's ....

Nancy and Sam if you could revisit the
background section and the charge since
you reviewed that for us, we would
appreci ate that and the docunent

section, the introductory section and
the charge. Section 3.2 it was Routt
who took the lead on this with

Dr. Weiss. It has devel oped a straw man
next iteration of that section. Today,
a lot of those issues and that section
is entitled Factors for Consideration in
I dentifying Ethically Appropriate Human
Studies ok. | think that gets at the
very essence of what Dr. Feedler and Dr.
Gorovitz articulated this nmorning in
addition to all of our other comments.
Dr. Fiedler

You asked us to review the background
and charge of the original this Draft 4?

Yes. (o back to that thinking about Dr.
Mul key’ s presentation this norning and
then your presentation this norning as a
part of the charge of our subconmttee
conference call. And if you would | ook
at that for us and at least in this next
iteration with input fromothers. And
again, this is the commttee s report.
This is not the chair’s report. Yes Dr.
McConnel | .
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M. Chairman | think its 2 things, one
its inportant that we know whet her we
are working here in witing this
work or are we working fromone of the
previ ous reports?

We are working fromdraft 4 of the
previ ous report.

Ok, so we can use the sane | anguage,
etc.

Yes.
Second.

But Gene, what we want to do is take the
good parts of that draft and the pieces
where there was disconfort. The part
that Routt pulled out for Bernie to work
on. Those need perhaps to be largely
reconstructed, but the docunent... \What
we need to do is nake sure it doesn’'t
just read like a commttee report which
was all chopped up last tinme. |Its going
to take a ot of integration on our part
but we would like to use that structure
and build fromthe strength and identify
the current pieces that are really worth
di sagreenent .

Fair enough. Second thing. Even though
we didn’t allow Dr. DeCeorge to vote.
Can we have sone of his information in
this report?

Sure you can have anything that you
want. | think it would be very useful

And even for this vote, as far as | am
concerned, that doesn’t need to be
articulated in the report. W don’'t
need to say 8 votes versus 4.

| wasn’t tal king about that. 1| was
j erking your chain.

Ckay, well, you got ny attention.
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What | would |like to have is what he
presented in the report.

Exactly. Any material discussed at this
meet i ng.

Did | not say that?
Yes.

k.

Yes. Fine.

So in other words, we can put in where
we got that background docunent.

You bet.
We can insert parts of that.

Right, it was part of the general

di scussion today so therefore it can
wel | be incorporated. | think your
comment earlier this norning Nancy was
in fact that that background was much
nore val uabl e in sonme senses than the
char ge.

Oh, we can change the charge to?

Well, | didn't say that. W need to
address the charge but to make it
consi stent.

At this point Dr. Reigart.

| don't want to lead. | would prefer
you choose anot her | eader.

Anot her | eader. You' ve done a great
job. I think the two cochairs would
very nmuch appreciate your taking a | ead
on this. Wrk wth Bernie and perhaps
sel ect soneone el se to be part of your

group.
give it to Nancy.
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1 DR, UTELL: Nancy has got an assignnent. Let’s nake
2 sure everybody has a role but Routt
3 certainly I think you bring a | ot of
4 thought to this and 1'd like to see it
5 conti nue but you guys need to work as a
6 team and identify a colleague to work
7 w th you.
8
9 DR. KENDALL: Routt, please do that for us.
10
11 DR. UTELL: k. Now, Dr. Meslin, we had identified
12 an area that we wanted you to work on.
13
14 DR, MESLI N: Yeah, you told ne it was on the ethics.
h 15 Unl ess you want nme to wite about one
z 16 and two tail sea
17
m 18 DR, UTELL: No, no | think we'll pass on that. |
19 think we need to work on the ethics and
E 20 t hen sonet hi ng on study design that
21 clearly...
= B
U 23 DR. KENDALL: Can Herb and Chris wal k through study
24 desi gn issues and offer sone of those
O 25 per spectives extracting from your
n 26 prepared docunents. WII you do that
27 Chris?
28
m 29 DR, RElI GART: Sonme of the piece that | was working
> 30 actually touched on study design with
31 the concept that if it’s not a good
- 32 design it’s not ethical so maybe we
: 33 coul d subdivide and | et themdo the
34 study design and
&)
u 36 DR, KENDALL: They’ ve already gotten witten materials
37 on this.
<L
39 DR. FI EDLER: What does the study design include
ﬁ 40 t hough? Does that include...
41
n- 42 DR. RElI GART: It includes nore than sanple size.
43
m 44 DR. Fl EDLER: Ri ght. Does that include what you are
m 45 measuring and how do you define...
46
= Y DR KENDALL:  The experimental hypothesis, the data
48 col l ection, the subject nunbers, the
BaskervilleTranscription, Vienna, VA
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power analysis. Dr. Needl eman has been
part of an |IRB doing these kinds of
studies. Dr. Portier, | think they’ ve
got prepared nmaterials

And they can speak to the issue of why
it’s not feasible to do appropriate and
no. . .

Dr. Kahn needs to go back to The Risk
and Benefits to Subjects and Society.
Dr. Kahn. Routt, | didn’t hear you

| was just hoping that in their study
design, they, being Dr. Needl eman and
Dr. Portier, would address the issue of
t he i nappropriateness of the avail able
types of studies to determ ne an NOEL
for humans because that’ sonething that
Herb. ..

Herb are you prepared to address that?
Certainly.

| nmean we really hammered that point.
The Judgenent of Current and Past
Studies, Dr. Ellis can you revisit that
section?

VWhat section?

Its section 3.4.1. |It’s the Judgenent
of Current and Past Studies. And |
would i ke for you to reflect on that
related to your role, as well as a
menber of the conmttee. We did a
section on Oral Dosing. | didn't think
we need that section any nore. It just
goes over the design. The oral dosing,
it nmoves into the criteria section. K.

Say what now.
Oral Dosing. W had it separated as

section 3.4.2, that needs just to be
moved back in to the criteria.
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1 DR. KENDALL: And you’ ve already done it. You did it
2 al ready. And then Determ ning
3 Compliance with Ethical Standards -
4 That’ s not a |long section but I would
5 like Dr. Ellis read that for us and to
6 make sure we capture the essence of
7 that. Dr. Gorovitz, if we can ask you
8 to just revisit the charge and just nmake
9 sure that what you said this norning
10 whi ch was so articulate is constructive
11 witing for the beginning of the report.
12 XK
13
h 14 DR. GOROVI TZ: They don’t belong in the charge.
15
z 16 DR, KENDALL: It belongs in how we frane the work of
17 the conmmttee to nove into the
Ll 18 del i berations or establishing the
19 criteria. You may have to establish a
E 20 transi tional point.
21
:’ 22 DR. GOROVI TZ: The charge is not a product of the
u 23 comi ttee.
24
O 25 DR, KENDALL: That is correct.
26
ﬂ 27 DR GOROVITZ: Its an instruction to the commttee.
28
LLJ DR KENDALL:  Exactly.
> 30
31 DR. GOROVITZ: It is what it is.
- 32
: 33 DR. KENDALL: It is what it is with our interpretation
34 and you established that agreenent and
U 35 di sagr eenent.
4 =
q 37 DR, GOROVI TZ: (k.
38
39 DR, UTELL: Alright. Now who haven't we given an
ﬁ 40 assignment. MConnell are you doi ng
41 somet hi ng?
0. Br
m 43 DR. MCCONNELL: 1'’mgoing to be witing on every part of
44 this report.
V) -
: 46 DR, KENDALL: That’s where | saw it.
47
48 DR, UTELL: | think in particular, the factors...
BaskervilleTranscription, Vienna, VA
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1 DR. MCCONNELL: | will expound upon those some of these

2 exanpl es. ..

3

4 DR, UTELL: | hate to put you on the statistical

5 pi ece.

6

7 DR. MCCONNELL: Since our colleague fromthe FDA left |

8 hope sonebody is going to be contacting

9 hi m about . ..

10

11 DR. UTELL: W wll, we will nmake sure. He's

12 actual ly outside the door.

13

14 DR. KENDALL: Dr. DeGeorge, are you outside of the
— 15 door? Can somebody retrieve him |
z 16 think he’s with Steve ...

17 end of tape 4)
LLI

19 DR. KENDALL: Request by panel nenbers to have
E 20 opportunities to consult with you. W'd

21 like to know if that’s appropriate and
:’ 22 woul d you agr ee.
@] =

24 DR, DEGEORGE: If it’S acceptable for EPA for soneone
o 25 who’s not on their board to participate
a 26 in the draft of a board docunent, |I'm

27 willing to do. But | think that has to

28 be a part of the process, if that’'s an
lu 29 acceptabl e part of the process.

30
> 31 DR. KENDALL: Well, | sawit nore as a consultant to
-l 32 the coonmttee. There were points of
: 33 clarification, we may use sonme of your

34 materials fromtoday. | think we wll,
U 35 and so on. So, thank you for your
u 36 willingness to do so. So Dr. MConnell

37 your question’s answered. He's here and
q 38 so | look to you, Gene to |ook at the

39 entire docunent. | know you' ve got a
ﬁ 40 lot of interest inthis. And I'd Ilike

41 for you to be our eyes to go back over
n- 42 it inaway in which captures so nmany
m 43 thi ngs that we’ve di scussed today as

44 well as fromthe previous iteration.
m 45 And if we all except the charge

46 i ndi vidual ly and execute, | think we're
: 47 goi ng to have an outstandi ng docunent to

48 present to EPA. So, Dr. Meslin, we're
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10 m nutes early than your proposal of
4:30 to get together, and | think, this
is atin to, if you need to chat with
col | eague or sonething just to get our
witing started, this is a good tine,
And then the witing commttee should be
underway. Dr. MConnell.

Yes, two things. One are we com ng
back?

W do not need to reconvene.

Al right. Nunber two, then are you
going to give us sone tinme franes when
you'd like to have sone of this

i nformati on back in?

In terns of tinme franes, we woul d
hope. ..

| think we need to have sone materials
within the next 3 weeks or so. And both
SAB/ SAP is | ooking for a sense of where
this is going. Putting it together is
going to be another project. But, we
need to ask the working groups if we
coul d have the working group reports in
t he next three weeks.

| would agree with that. | would
encourage you, if at all possible, if we
can get the material by the m ddl e of
Decenber, so we can get the first draft
report. Wth the holidays upon us,
peopl e are going to be out the |ast two
weeks of Decenber. So from experience,
|f you can get it to us, say by 16'" of
Decenber, so the people that are
responsi ble for the major sections, then
we'll conpile into the report, get it
out in your hands quickly, so you'l

have a chance to look at it. But if you
don't do it by the m ddl e of Decenber, |
think we’ve | ost Decenber.

| think as Dr. Meslin mentioned..
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Well, let’s agree to that.

If you do it today you have a nuch
better chance of renenbering what you’ d
sai d.

W nust do it. W nust not del ay past
the m ddl e of Decenber, we will forget
what we’ ve agreed to. But, | think we
need to. Decenber the 15'"? Decenber
15", let’s have it in. As responsible
menbers of the commttee.

Should we deliver it to Larry
Yes, to Larry.

Stephanie Irene wll be working with ne.
But you have our e-nmil addresses and
send it to Stephanie or nyself. W'l
wor k t oget her.

And then, as we get and conpile this,
this will all go back out to everyone.
Everybody will see it and we will work
together to cone to closure and we w |
proceed as necessary to that.

| think that even nore than you will see
it, we wll try to send everybody the
wite-ups that we get from each person
This is not going to be just the
integrated report. You will get all of
the coments, if you choose to go
through them they' re yours. |If you
choose to discard them that’s your
call. But either on the web or in terns
of hard copy, we will get everything to
everybody. That is the commtnent.

Correct, Larry.
Yes, we're going to work to that.

Dr. Reigart.
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1 DR. RElI GART: | just want to clarify that, It seens to
2 me that anything that goes out in hard
3 ought to go out on the website.
4
5 DR. DORSEY: X, |, maybe Cathleen you can speak to
6 the website. | can certainly be dealing
7 with the hard copies and the material s,
8 and | think the SAB will handle the
9 websi t e.
10
11 DR.  CONVAY: | heard somewhat of a week read to | ean
12 on this issues. But | know that we
13 have, our goal is to be able to do that
14 routinely for SAB.
h 15
z 16 DR, UTELL: There is a real problem though, with
17 the website. And that is if you happen
Ll 18 to be on another conmittee of the SAB,
19 you have access to all of these
E 20 websites. And there are some concerns
21 that we don’'t want to open it up until
:’ 22 we have the report. | just want to nake
u 23 sure, that in fact we haven't been
24 restricted.
ORE:
a 26 DR. DORSEY: Ckay, | have a couple of suggestions for
27 you. The website is innovative, it’s a
28 great idea. | think that it’'s still
lu 29 under devel opnent and there are sone
> 30 I ssues about security as far as conments
31 with this commttee. | suggest that we
- 32 use our e-mail systens that we have
: 33 used. You have everyone’'s e-nil
34 addresses, the people working with you
U 35 on your subcommttees. If you e-nmail
u 36 everyone all your comments, it really
37 does facilitates exchange and
q 38 information quickly. | also suggest
39 that, please work within your groups to
ﬁ 40 resol ve any issues that you have
41 generating the first draft. And al ong
n- 42 this line, it doesn’'t nmean that you’ ve
m 43 reached consensus on every issue. |
44 really encourage a | ot of new
m 45 i nformati on today, was discussed in view
46 points a lot of different cooments. M
: a7 suggestion is that you capture where you
438 can where there was consensus or
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1 agreenents on mgjor issues. But also
2 i nportant comments, if we say, one panel
3 menber suggest that such-in-such,
4 several panel nenber suggest that such-
5 i n-such. That’s an excell ent way of
6 getting the information into the report.
7 So think about, you know, putting those
8 comments in there. Think about
9 i ncl udi ng everyone’s coments when
10 you' re working together. And | really
11 woul d i ke for the people to have
12 responsibilities for the sections, to
13 wor k anong yourselves, to get the first
14 draft to us and really work with
h 15 everyone’'s conmments. But, if we work
z 16 with the e-mails, | think we will be
17 just as productive as we would be with
Ll 18 the website. | also can share, 1'Il get
19 hard copies of anything that you need
E 20 out to anybody. W can work with our
21 Fed- X systens. Stephanie and | can work
:’ 22 with e-mailing also. But, if we use
U 23 that process, | think you'll find it
24 wi |l be productive.
ORE:
a 26 DR. RElI GART: This is a personal problem maybe. Qur
27 mai | room doesn’t work very well. And
28 hard copies don’'t get to ne and a | ot of
lu 29 the stuff y’all Fed-Xed to nme have gone
> 30 and | never get them So | need, | need
31 an el ectronic version of everything.
- 32
: 33 DR. KENDALL: That’ s how we’ re operating.
34
U 35 DR. REI GART: And if it’s going to be e-mail, that’'s
u 36 fine. If it’s going to be the website,
37 that’s fine. But | need an electronic
q 38 versi on of everything.
39
ﬁ 40 DR. DORSEY: Along this line, you, everyone today,
41 the SAB, | think Cathleen had sent the
n- 42 roster with the fax nunbers and e-mail
m 43 addresses, etc. Wuld you confirmthat
44 these are correct? A nunber of your e-
m 45 mai | s have changed, we have had probl ens
46 and if you're not receiving information,
: 47 or there is a problem | mean, we wl|
48 try to do, where we can to get the
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1 materials to you. But if you do have a
2 correction, especially to your e-nuil
3 address, let Cathleen or nyself know so
4 we can get this corrected.
5
6 DR KAHN: There’s one other thing that | think we
7 need to do this in an accurate way,
8 which is a transcript. Last tine, |
9 think a big problemwas the access to
10 the transcript to so long. So, that’s
11 going to be, | think a big bottle-neck
12 in the process unless we can do it
13 qui ckly.
14
— 15 DR. DORSEY: Ok. We have the transcript with. W
16 typically do not have transcripts of
z 17 nmeetings. At the last neeting, after
m 18 the fact, a transcript was generat ed,
19 and we found out about it existed and we
E 20 sent it to you. At this neeting we wll
21 have a transcript. As soon as it’s
:’ 22 ready, you wll have it. And | hope that
U 23 that will be available within a short
24 period of tine.
ORE:
a 26 DR, KAHN: Three of four weeks?
27
m 28 Baskervil | e: 7 days.
29
> 30 DR, KENDALL: Seven days. Wonderful. Qutstanding.
31 You shoul d proceed though from your
-l 32 notes and your recollection to wite
: 33 before the transcript.
34
U 35 DR. MCCONNELL: Don’'t read it too |late at night, though.
36
E 37 DR. KENDALL: Dr. Corovitz.
38
39 DR. GOROVI TZ: There are two nenbers of the conmttee
ﬁ 40 that’s not present. One expectedly,
41 that’s Art Kaplan, the other
n 42 unexpectedly Marinelle Payton. What
m 43 will their involvenent be? Have they
44 now fallen off the edge?
45
m 46 DR, UTELL: | talked with Dr. Payton this norning
: 47 who was actually at the hotel and had to
438 | eave. And she clearly wants to be
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involved in the process. It’'s hard to
assign her to a working group. Dr.

Kapl an nore easily fits in to the ethics
groups as it evolves. Frankly, he
wasn’t here to participate and | think
what | would ask is that once the

pri mary authors have devel oped their
section, they ought to share it with
them |In fact, they need to participate
in the entire view because they’ re part
of the commttee.

M. Dorsey wants to speak on this.

And Mark, | agree with that. They are
actually a part of this commttee. Once
we have a draft, all the materials wll
be sent to them for comment al so.

So the point is that the roster is
inconplete in that Kaplan does not
appear on this roster.

He was a part of the original commttee.
He’'s still a part of this commttee. He
did not attend today’ s session, that’s
why he’s not here. But he is part of
the commttee.

But if sonebody wi shes to communi cate by
e-mail, you should bear in m nd he needs
to be added to this list.

Can we get an electronic formincluding
Kapl an and Payton out to everybody so
they got a full address and full e-nail
Make sure Kaplan gets on there. Any
further points fromthe commttee. This
has been an outstanding commttee. Dr.
Uell.

No, Dr. Kendall I’mgoing to |let you
take the credit and the abuse. And it
was a really a interesting day and we
| ook forward to reconveni ng by e-nmai
and we’ Il share the work product.
Actual ly, 1 hope that not everybody

| eaves. That was not the intent. But
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1 to spend a few mnutes outlining your
2 witing responsibilities and dividing
3 t hat up.
4
5 DR. KENDALL.: And we have full confidence that by
6 Decenber 15th, we have the materials
7 fromyou. W really need that to nove
8 forward. Oher than that, any. M .
9 Carley, you' re the remant of the EPA
10 del egation. Any further coments you'd
11 like to make, sir.
12
13 DR. CARLEY: | " m ki nd of exhausted too. And so Il
14 be extrenely brief. Everyone el se has
— 15 al ready thanked you. | wll thank you
z 16 one nore tine. As happened | ast year,
17 this has been a very stinmulating,
m 18 informative, and | think will prove a
19 very hel pful discussion. W |ook
E 20 forward to your report and w sh you the
21 best of luck in reaching closure on sanme
:’ 22 as early as possible.
23
U 24 DR, KENDALL: Thank you. Thank you, M. Carley.
o' 25 Menbers of the panel, it’s been a
n 26 pl easure to be with you agai n.
27 Tremendous group of people. It’s been
28 our honor to work with you. And, M.
m 29 Dorsey, Dr. Irene, Ms. Perceival, thank
> 30 you. The SAP. W hope everybody feels
31 at this point we can close. Do you have
-l 32 any further conments?
33
: 34 DR. DORSEY: Except to thank the panel and especially
U 35 the chairs. Thank you very nuch.
36
E 37 DR KENDALL.: Vell, this will close. Dr. Uell.
38
39 DR UTELL: W' re done.
40
ﬁ 41 Dr. KENDALL: It’'s been an honor to work with you,
0. s sir. And this will close the joint
Ll 43 SAP/ SAB neeting in the human testing of
44 pesticides. Thank you very nuch.
45
u} 46 End of transm ssion......
= I
48
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